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Proton NMR data for selected members from Examples B-OOOl 
tlirough B-1573 are shown in the following table. 
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Plate ID 


1H NMR(solvent), d ppm 


B-0120 


(DMF-d7) d 8.53{bd, J = 4.99Hz. 2H), 7.44-7.24(m, 11H). 4.41 (s. 2H), 4.31 (br. 
2H) 


B-0224 


(DMF-d7) d 8.56(bd, J = 4.98Hz, 2H), 7.78-7.69(m. 4H), 7.39-7.1 9(m. 6H), 
4,23(br. 2H) 


B-0235 


| DMF-d7) d 8-47{br, 2H), 7.91-7.75{m, 3H), 7.57-7.oo(m, 1H), /.*3o-/^.d4(m, 
2H). 7.21 -7.1 3(m. 4H). 4.20(br. 2H) 


B-0244 


(CDCI3/CD30D) d 8.38(d. J = 5.38 Hz, 1H), 7.62-7.32{m, 9H). 7.04-6.95(m. 
4H). 6.86-6.80{m, 2H), 4.52(q. J = 6.96 Hz, 1H), 1.40(d. J = 6,88 Hz, 3H) 


B-0256 


(DMF-d7) d 8.45(bd. J = 2.85, 2H). 7.87(br s. 4H). 7.76-7.75(m. 2H), 7.53- 
7.33(m. 5H), 7.1 8-7.1 3(br, 4H) 


B-0426 


(DMF-d7), 1.32(br. 3H), 1.67(br. 3H), 4.17(br, 2H). 5.12(br, 1H). 7.50(m, 6H), 
8.77(m. 2H). 13.54(br. 1H). 


B-0438 


(DMSO). 1 .1 4(t, J = 6.9 Hz. 3H). 4.54{m. 1 H). 6.99(br, 2H). 7.21 (br, 4H), 
7.45(s, 1H), 7.61 (q. J = 8.7 Hz. 2H), 8.52(d. J = 5.2 Hz, 2H). 


B-0466 


(DMF-d7). 1.61(brd, J = 30.6 Hz, 3H). 4.61 (br. 1H). 7.25(m, 6H). 7.65{m, 3H), 
8.59(br, 2H), 13.34(brd. J = 34.8 Hz, 1H). 


B-0473 


(CD30D). 1 .53(d, J = 7.2 Hz. 3H), 4.59(q. J = 7.2 Hz. 1 H). 6.88Cd, J = 4 Hz, 
1H). 7.09(m, 3H). 7.15(dd. J = 4.4. 1.6 Hz. 2H). 7.26(m. 2H). 8.46(d. J ^ 6.0 
Hz. 2H). 


B^477 


(DMF). 1.80(br, 3H). 2.35(s, 1H). 4.98(br. 1H). 7.38(m, 6H). 7.85(m, 2H). 
8.45(br. 1 H). 8.75{d. J = 6.0 Hz. 2H). 


B-a479 


{Methanol-d4). 1.57(d. J = 5.6 Hz. 3H), 4.74(br. 1H). 7.23(m. 4H). 7.60(m, 2H). 
7.81 (m. 4H), 8.67(br, 2H). 


B-0487 


(DMF), 1.78(s, 3H). 2.76(br. 6H). 4.85{br. 1H). 7.42(br, 2H), 7.54(br. 2H). 
7.66(br. 3H). 8.82(s, 2H). 


B-0566 


(CD30D). 1.38(d. J = 7.2 Hz, 3H). 4,15(br. 2H). 4.50(br. 1H). 7.04(br. 2H). 
7.18(br. 2H), 7.30(m, 7H), 8.45(m. 2H). 


B-0569 


(CD30D). 1 .56(br. 3H). 4.66(q. J = 6.7 Hz. 1H), 7.1 7(m. 8H). 7.56(m. 2H). 
8.47(s. 2H). 


B-0574 


(Methanol-d4), 1.49(br. 3H). 3.86(br. 3H). 4.60(br. 1H). 6.92(br. 2H). 7.19(br. 
2H), 7.31 (br. 2H2, 7.76(m. 4Hj. 8.60(br, 2H). 




(DMF-d7), 1.58(brd, J = 30.0 Hz, 3H), 4.62(br, 1H). 7.25(m. 6H). 7.60(m. 4H). 


B-0643 


7.1 8(m. 2H). 7.32(dd, J = 6.0. 4:4 Hz. 1H). 7.70(dd, J = 9.0. 5,8Hz, 1H), 
8.43{dd. J = 4,8. 3.2 Hz. 2H). 


B-0650 


(CD30D). 1.58(br, 3H), 4.62(q, J = 6.6 Hz, 1H). 6.93(br, 1H). 7.17(m. 5H). 
7.31 (br. 2H), 8.51 (br. 2H). 


B-0656 


(CDCI3/CD30D) d 8.48 (d, J ^ 5.30 Hz. 2H), 7.72-7.59(m. 4H). 7.14-7.10(m. 
2H), 7.03-6.97(m, 4H), 4.60(q, J = 7.57Hz, 1H). 1.43(d, J = 7.26Hz. 3H) 


B-0663 


(CD30D), 1.52(d. J = 6.8 Hz, 3H), 3.75(s, 3H), 7.21 (m. 2H). 7.42(m. 2H). 
7.57(s. 1H). 7.76(s, 1H). 7.98(br. 2H). 8.76(br, 2H). 


B-1165 


Hz, 2H), 3.06(m, 1H). 3.43(q. J = 6.1 Hz, 2H), 7.02(m. 2H). 7.1 4(m. 2H). 
7.41 (m. 2H), 8.59(d, J = 5.6 Hz. 2H). 


B-1169 


= 1 .6 Hz, 1 H). 7.04(1, J = 8.6 Hz, 2H), 7.1 4(m, 2H). 7.36(m. 2H). 8.39(d. J = 1 ,8 
Hz. 1H). 8.60(m, 2H). 


B-1171 


6.83(br, 1H). 7.02(t. J = 8.7 Hz. 2H). 7.1 5(d. J = 5.6 Hz. 2H). 7.40(m, 2H). 
8.59(d. J = 5.0 Hz, 2H). 
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Plate ID 


1H NMR(solvent), d ppm 


B-1179 


(CDCI3). 1.94(bn 2H). 2.53{s, 3H), 2.85(t, J = 6.2 Hz, 2H). 3.65(br. 2H). 
6.15(br. 1H). 7.04(m. 3H), 7.22(m, 3H), 7.41 (br, 4H), 8.60(br, 2H). 


B-1183 


(CDCI3), 2.00(br. 2H). 2.85(br, 2H). 3.64(br, 2H). 7.03(br, 3H). 7.17(br. 2H), 
7.36(br, 2H), 7.66(br, 2H). 8.60(br. 2H), 8.77(br. 2H). 


B-1194 


(DMSO), 1.76(br. 2H). 2.66(br. 2H). 2.91 (br. 2H). 4.30(s, 2H). 7.18(br, 5H). 
7.35(m. 6H). 8.54(d, J = 5.8 Hz. 2H). 


B-1200 


(DMSO), 1.17(br. 3H), 1.76(br, 2H), 2.71 (br. 2H). 2.97(br. 4H), 7.18(br, 4H). 
7.36(br. 2H). 8.54(br, 2H). 


B'1206 


5.69(m. 2H). 7.16(br. 4H). 7.35(br, 2H). 8.54(br, 2H). 


B-1216 


(DMSO). 1.75(m. 2H). 2.14(s. 6H). 2.66(br, 2H), 3.10(br. 2H). 7.04(br, 3H). 
7.18(br, 4H). 7.35(m. 2H). 7.47(br. 1H). 8.54(d. J = 4.8 Hz. 2H). 


B-1226 


(DMF). 1.25(br. 3H), 2.01 (br. 2H). 3.35(br, 4H). 6.20(s. 1H). 6.30(s, 1H), 
7.42(br, 4H). 7.65(br, 2H), 8.77(s. 2H). 


B-1360 


(DMSO-dS). 1.80(br. 4H). 2.82(br. 1H), 2.94(br. 1H). 3.10(br. 1H). 3.60(br. IN), 
4.54(br. 1H), 7.1 8(m, 4H). 7.30(m, 4H). 7,46(m. 2H). 8.54(br. 2H). 


B-1361 


(DMSO-d6). 0.99(br. 6H), 1.73(br. 4H). 2.89(br. 2H). 3.03(m. 1H). 4.04(br. 2H), 
4.44(m. 1H). 7.18(m. 4H). 7.30(m. 2H). 8.57(d. J = 4.64 Hz. 2H). 


B-1363 


{DMSO-d6). 1.78(br. 4H). 2.01 (s. 3H). 2.89(br. 1H). 3.05(br. 1H), 3.34(br. 1H). 
3.85(br. 1H). 4.48(br. 1H). 7.12(br, 2H), 7.21 (br, 2H). 7.30(br. 2H). 8.69(br, 2H). 


B-1364 


(CDCI3). 0.78(dd. J = 3.0. 2.9 Hz. 2H), 1.00(s. 2H). 1.78(m. 1H). 1.86(b. 4H), 
2.64(m. 1H), 2.99(m. 1H), 3.16(m. 1H). 4.33(br. 1H), 4.70(br. 1H), 6.99(m. 2H). 
7.1 4(s. 2H). 7.29(m. 2H), 8.64(s. 2H). 


B-1368 


(CDCi3). 1.89(s. 4H), 2.65(m. 1H), 2.96(m. 1H). 3.06(m. 1H). 3.43(s. 3H). 
3.93(d. J = 13.2 Hz. 1H). 4.09(d. J = 13.5 Hz. 1H). 4.18(d. J = 13.5 Hz, 1H). 
4.68(d. J = 12.4 Hz, 1H), 7.60(m. 2H). 7.12(s, 2H), 7.26(m. 2H), 8.63(s, 2H). 
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By analogy to the procedure identified above for the 
preparation of Examples B0001-B0048, the following 
15 examples B-1574 through B-2269 are prepared. 
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Examples B-1574 through B-1597 are prepared from Scaffold C-27 
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B-1589 














B-1590 








— ^ O 
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Examples B-1598 through B-1621 are prepared from Scaffold C-28 
Example# R"" 
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H3C 1 
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H3C 
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OH 
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H3C 






0 








B-1604 


H3C 
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N-NH 




Examples B-1622 through B-1645 are prepared from Scaffold C-38 
Example* R*- 



B-1622 




i 


o 








B-1623 














B-1624 




1 o 








B-1625 




1 o i 

U 1 








B-1626 




K! 








B-1627 






o 








B-1628 






BR 
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Example* R*^ 



B-1629 


\=z/ ^ 










B-1630 




O : 










B-1631 












B-1632 




o 

V 








B-1633 




o 










B-1634 












B-1635 




F ^ 








B-1636 












B-1637 






) 






B-1638 
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Example* R*- 



B-1639 








/K 

o 










B-1640 


















B-1641 


















B-1642 








p 

_r H / 










B-1643 










> 








B-1644 








! 








B-1645 

















8UBSTmnE8HEEr(RULEfi8) 



wo 98/52940 



PCT/US98/10436 



535 




Examples B-1646 through B-1669 are prepared from Scaffold C-39 



Example# 



B-1646 



B-1647 



B-1648 







B-1649 




B-1650 




B-1651 




o 



B-1652 





BR 
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Example# R*" 



B-1653 












B-1654 




o 










B-1655 




^•^\ 








B-1656 




O 








B-1657 














B-1658 












B-1659 












B-1660 












B-1661 






) 






B-1662 




— ^ o 
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Exampld# R'- 



B-1663 
















B-1664 














B-1665 
















B-1666 
















B-1667 








O M ] , 








B-1668 












B-1669 
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N-NH 


















O 





Examples B-1 670 through B-1693 are prepared from Scaffold C-65 
Example* R*- 



j 

B-1 670 






o 








B-1 671 














B-1 672 






o 








B-1 673 




111 i 








B-1 674 






o 








B-1 675 






o 








B-1 676 






BR 
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Example# R*" 



B-1677 












B-1678 




oi 








B-1679 




i o 

i ^ 








B-1680 












B-1681 












B-1682 












B-1683 




F ^ 








B-1684 












B-1685 












B-1686 
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Example* R= R*- 



B-1687 














B-1688 














B-1689 




i 










B-1690 














B-1691 






O H i . 








B-1692 




HN— 4^ 








B-1693 
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Examples B-1694 through B-1717 are prepared from Scaffold C-66 
Example# R'- 



B-1694 




i 


O 








B-1695 














B-1696 






o 

'\ 








B-1697 




la i 








B-1698 














B-1699 






1 o 








B-1700 






O 

BR 
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Examp1e# R*- 



B-1701 




i o 








B-1702 




i 


o 










B-1703 






i o 








B-1704 




i a 








B-1705 








u 










B-1706 












B-1707 












B-1708 




i 










B-1709 








) 






B-1710 








O 
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Example# R*- 



B-1711 






1 A 

1 ' o 








B-1712 














B-1713 
















B-1714 
















B-1715 






O H 1 , 

r V 








B-1716 






i O 








B-1717 








o 
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Examples B-1718 through B-1741 are prepared from Scaffold C-69 



Example* R*" 



B-1718 






0 








B-1719 














B-1720 






0 i 








B-1721 






0 i 








B-1722 




i 


0 j 








B-1723 






0 








B-1724 






0 

BR 
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B-1725 


^<y4 










B-1726 




o 








B-1727 












B-1728 




O 








B-1729 












B-1730 












B-1731 




F 








B-1732 












B-1733 












B-1734 













SUBSmUTESHEETCRULEM!) 



wo 98/52940 



PCTAJS98/10436 



546 

Example# R*" 



B-1735 
















B-1736 






! 










B-1737 






i 


^NH 








8-1738 








■Yxb 








B-1739 
















B-1740 






i 








B-1741 
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Examples B-1742 through B-1765 are prepared from Scaffold C-70 
Exampte# R*- 



B-1742 




"2 


o 








B-1743 














B-1744 






o 1 

i 








B-1745 




1 o j 

IlJ 1 








B-1746 






O ! 








B-1747 






o 








B-1748 






o 

BR 
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Example* R*- 



B-1749 












B-1750 




1 


o 










B-1751 












B-1752 












B-1753 














B-1754 












B-1755 












B-1756 












B-1757 












B-1758 


^-<y-\ 
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Example# 



549 



B-1759 
















B-1760 
















B-1761 














B-1762 




J 










B-1763 








O H 1 , 








B-1764 














B-1765 






i 

1 
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N-NH 












A— N 









Examples B-1766 through B-1789 are prepared from Scaffold C-71 
Example# F& 



B-1766 












B-1767 












B-1768 




O 








B-1769 




O 








B-1770 




O 








B-1771 




O 








B-1772 




o 

BR 
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Example# 



B-1773 












B-1774 




o 

\==N 










B-1775 




^-^\ 








B-1776 




O 








B-1777 














B-1778 












B-1779 




F 








B-1780 












B-1781 






> 






B-1782 
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Example* R*" 



B-1783 








/\> 








B-1784 
















B-1785 
















B-1786 
















B-1787 






O H J , 








B-1788 






1 O 








B-1789 
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Examples B-1790 through B-1813 are prepared from Scaffold C-72 

Example# 



B-1790 






O 








B-1791 














B-1792 




K 








B-1793 






o 








B-1794 






O 














B-1795 




1 o 

K 








B-1796 






o 

BR 
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Example^ R*" 



B-1797 












B-1798 




^ o 

\=5=N 










B-1799 












B-1800 




O 

V 








B-1801 














B-1802 












B-1803 




F 








B-1804 












B-1805 






) 






B-1806 




^ o 
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Example# 



B-1807 
















B-1808 
















B-1809 
















B-1810 
















B-1811 
















B-1812 














B-1813 




1 
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Examples B-1814 through B-1837 are prepared from Scaffold C-73 
Example# R*" 



B-1&14 












B-1815 












B-1816 




o 








B-1817 




o i 








B-1818 




o 








B-1819 




o 








B-1820 




o 

BR 
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Example# R*" 



B-1821 












B-1822 




o 










B-1823 












B-1824 




o 

V 








B-1825 




• u 










B-1826 












B-1827 




F 








B-1828 












B-1829 






) 






B-1830 




o 
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Example* 



B-1831 






i 

! ^ O 










B-1832 
















B-1833 
















B-1834 


















B-1835 




! o H 1 ^ 


> 








B-1836 




! O 










B-1837 
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N-NH 




Examples B-1838 through B-1861 are prepared from Scaffold C-33 
Example* R*" 



B-183d 




"2 










B-1839 














B-1840 






O 








B-1841 




1 ^ 








B-1842 






O 








B-1843 






o 








B-1844 






BR 
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Example* 



B-ia45 




o 








B-1846 




o 










B-1847 












B-1848 




o 1 

V 








B-1849 














B-1850 












B-1851 




F 








B-1852 












B-1853 












B-1854 
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Example# 



B-1855 








-Co 

/\ 








B-1856 








-Co 








B-1857 








^NH 








B-1858 
















B-1859 








O H J , 








B-1860 






i 








B-1861 
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N-NH 




Examples B-1 862 through B-1 885 are prepared from Scaffold C-45 
Example# R*" 



B-1 862 






o 








B-1 863 














B-1 864 






o 








B-1 865 












B-1 866 




4 


O i 








B-1 867 






O 








B-1 868 






BR 
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Example# 



B-1869 












B-1870 




o 

\==N 










B-1871 




1 o 








B-1872 




1 o 








B-1873 














B-1874 












B-1875 




F 








B-1876 












B-1877 






> 






B-1878 
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Example# R*- 



B-1879 








K 










B-1880 


















B-1881 


















B-1882 


















B-1883 










> 








B-1884 








— 1 








B-1885 
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Examples B-1886 through B-1909 prepared from Scaffold C-42 

Example# 



1 

B-1886 




"2 










B-1887 














B'1888 






o 








B-1889 




1 o 








B-1890 






o 

^< 








B-1891 






o 








B-1892 






BR 
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Example# R*- 



B-1893 












B-1894 




o 










6-1895 












B-1896 




O 

V 








B-1897 














B-1898 












B-1899 














F ^ 


B-1900 












B-1901 






> 






B-1902 
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Exampte# 



B-1903 
















6-1904 
















B-1905 
















B-1906 
















B-1907 
















B-1908 














B-1909 
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Examples B-1910 through B-1933 are prepared from Scaffold C-44 
Exampte# R*" 



B-1910 






O 








B-1911 














B-1912 






O 








B-1913 






O 








B-1914 




i 


o 1 








B-1915 






o 








B-1916 






o 

BR 
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Example^ 



B-1917 












B-1918 




o 










B-1919 












B-1920 




O 








B-1921 




u 










B-1922 












B-1923 




F 








B-1924 












B-1925 






) 






B-1926 
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Example# R*- 



B-1927 








-to 

/\ 








B-1928 
















B-1929 
















B-1930 
















B-1931 








O H J . 








B-1932 






i ™-<o 








B-1933 
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Examples B-1934 through B-1957 are prepared from Scaffold C-41 
Example# R*" 



B-1934 




o 








B-1935 












B-1936 




O 








B-1937 




O 








B-1938 




o 








B-1939 




o 








B-1940 




o 

BR 
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Example# R*" 



B-1941 












B-1942 




o 

\== N 










B-1943 




i o 








B-1944 




O 

V 








B-1945 




u 










B-1946 












B-1947 




F ^ 








B-1948 












B-1949 




oJ^: 


) 






B-1950 




o 
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Example* R*- 



B-1951 






/\ 








B-1952 








-to 








B-1953 
















B'1954 
















B-1955 
















B-1956 






! O 








B-1957 








O 
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Examples B-1958 through B-1981 are prepared from Scaffold C-43 
Example* R*" 



B-1958 




o 

'"So 








B-1959 












B-1960 




o 








B-1961 




o 1 








B-1962 


jF— ^ ^ 


O 








B-1963 




o 








B-1964 




o 

BR 









SUBSmUTESHEETCRULECB) 



wo 98/52940 



PCT/US98/I0436 



575 



Example# R*- 



B-1965 












B-1966 




o 










B-1967 




o 








B-1968 




o 

V 








B-1969 




o 










B-1970 












B-1971 




F 








B-1972 












B-1973 






) 






B-1974 
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Example# R*- 



B-1975 








/\ 








B-1976 
















B-1977 
















B-1978 
















B-1979 
















B-ig80 




! O 








B-1981 




• 




O 
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N-NH 




Examples B-1982 through B-2005 are prepared from Scaffold C-30 
Exampie# R*- 



B-1982 






O 








B-1983 
















B-1984 








o 








B-1985 






1 O i 








B-1986 








o 








B-1987 








o 








B-1988 








O 1 
BR 
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Exampte# R*- 



B-1989 






o 








B-1990 






o 










B-1991 














B-1992 






O 








B-1993 
















B-1994 














B-1995 






F 








B-1996 














B-1997 














B-1998 






^ o 
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Example# 



B-1999 








/\ 








B-2000 
















B-2001 
















B-2002 
















B-2003 








O M 1 , 








B-2004 






! O 








B-2005 
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Examples B-2006 through B-2029 are prepared from Scaffold C-SO 



Example# 




R' 








B-2006 














B-2007 














B-2008 






O 










B-2009 






o 












B-2010 


















4 


o 

^< 






B-2011 






o 








B-2012 






o 

BR 
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Example# 












B-2013 












B-2014 




O 










B-2015 


\ ^ — ^ T 










B-2016 




O 








B-2017 




15 










B-2018 












r<y-\ 




B-2019 














F 


B-2020 












B-2021 






) 






B-2022 
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Example^ 












B-2023 
















B-2024 


















B-2025 


















B-2026 


















B-2027 


















B-2028 






HN-^ 

o 1 








B-2029 
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N-NH 




Examples B-2030 through B-2053 are prepared from Scaffold C-36 



Example# R*' 



B-2030 






o 








B-2031 






o 








B-2032 






o 










B-2033 






O 














B-2b34 




















o 








B-2035 






o 








B-2036 






o 

BR 
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Example* 



B-2037 

■ 












B-2038 




O : 










B-2039 












B-2040 




o 








B-2041 




o 










B-2042 












B-2043 




F 








B-2044 












B-2045 






> 












B-2046 
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Example* R** 



B-2047 






\A 










B-2048 


















B-2049 






^NH 










B-2050 
























B-2051 








> 








B-2052 






o 


1 








B-2053 
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N-NH 




Examples B-2054 through B-2077 are prepared from Scaffold C-34 

Example* 



B-2054 
















B-2055 
















B-2056 








O 










B-2057 








o 








B-2058 




















1 


o 

^< 








B-2059 








o 








B-2060 




1 




o 

BR 
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Example* R'' 



B-2061 












B-2062 




o 










B-2063 




I- o 1 








B-2064 




O i 








B-2065 


\=/ <i 












B-2066 












B-2067 




F ! 








B-2068 












B-2069 
















B-2070 
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Example* 



B-2071 






i /\ 








B-2072 












B-2073 














B-2074 














B-2075 
















B-2076 




O 








B-2077 
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N-NH 


HN 










ifj) 




N 



Examples B-2078 through B-2101 are prepared from Scaffold C-57 
Example* R:* 



B-2078 




H ^ 




O 








8-2079 




H ^ 












B-2080 




H ^ 




o 








B-2081 




H $ 




o 








B-2082 




H 1 




o 








B-2083 




H ^ 




o 








B-2084 




H ^ 




BR 
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Example* R'' 



B-2085 




H ^ 












B-2086 




H ^ 




o 








B-2087 




H ^ 




\ 








B-2088 




H 


O 








B-2089 




H 5 




'l A 1 — ^ 

V 








B-2090 




H 5 












B-2091 




H ^ 












B-2092 




H ^ 












B-2093 




H J 
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Example# R-' 



B-2094 




H ^ 














B-2095 




H ^ 














B-2096 




H ^ 














B-2097 




H > 














B-2098 




H > 














B-2099 




H ^ 














B-2100 




H J 




O 








B-2101 




H J 
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Examples B-2102 through B-2125 are prepared from Scaffold C-52 
Example* R-* 



B-2102 




< 


'^1 








B-2103 


1 




4. 










B-2104 


1 


H ^ 


i o 








B-2105 




H -> 






o 








B-2106 








o I 








B-2107 




H > 






O 








B-2108 




H > 






BR 
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Exampleft R"' 



B-2109 






^, 








B-2110 






O 










B-2111 














B-2112 




H 1 


o 

V 








B-2113 




H 1 


% 










B-2114 




H— 1 










B-2115 






F 








B-2116 




H > 












B-2117 




H > 

< 


















B-211d 




H > 
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Example« R'' 



B-2119 


















B-2120 


















B-2121 


















B-2122 








rxt 














B-2123 








O H I , 


> 








B-2124 






O 


-1 








B-2125 




" 1 




O— I 
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Examples B-2126 through B-2149 are prepared from Scaffold C-56 

Example^ 



B-2126 




H ^ 














B-2127 




H ^ 




<. 


O 








B-2128 




H > 






o 








B-2129 




H > 




i 


o 








B-2130 




H > 






O 








B-2131 




H ^ 






o 








B-2132 




H \ 






BR 
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Example* R** 



B-2133 




H ^ 












B-2134 




H ^ 




o 

\==N 










B-2135 














B-2136 




H ^ 




O 








B.2137 




H ^ 














B-2138 




H > 












B-2139 




H > 




F ^ 








B-2140 




H > 












B-2141 




H ^ 


















B-2142 




H ^ 
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Example* R** 



B-2143 




H 1 














B-2144 






! 

I 












B-2145 




<J 

H 1 














B-2146 




H 1 


















B-2147 










> 








B-2148 




H ^ 


O 










B-2149 




H ^ 
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Examples B-2150 through B-2173 are prepared from Scaffold C-32 



Example# 












B-2150 








O 








B-2151 
















B-2162 








o 














B-2153 








O 








B-2154 






















O 






B-2155 








o 








B-2156 








BR 
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Exam pi e# 












B-2157 














B-2158 






^ O ! — ^ 








B-2159 














B-2160 






o 

V 








B-2161 
















B-2162 


















B-2163 






F 








B-2164 














B-2165 














B-2166 
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Example# 












B-2167 








o 








B-2168 
















B-2169 






1 


^NH 








B-2170 








r 








B-2171 
















B-2172 






! o 








B-2173 






< 
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N-NH 


H 










O 





Examples 2174 through B-2197 are prepared from Scaffold C-64 



Example# 












B-2174 






O 








B-2175 














B-2176 






o 










B-2177 






o 








B-2178 


















< 


o 

^< 






B-2179 






o 








B-2180 






BR 
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Example# 












B-2181 














B-2182 






o 










B-2183 






o 








B-2184 






O 

V 








B-2185 
















B-2186 


















B-2187 














B-2188 














B-2189 








) 












B-2190 






^ 0 
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Example# 












B-2191 






' o 








B-2192 






— y 








B-2193 














B-2194 














B-2195 












B-2196 




1 


O 








B-2197 
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Examples B-2198 through B-2221 re prepared from Scaffold C-22 



Example# 












B-2198 














B-2199 












- 


B-2200 






O 








B-2201 






o 








B-2202 


















O 


B-2203 






o 








B-2204 






o 

BR 
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Example# 












B-2205 












B-2206 




O 
\s=sN 










B-2207 












B-2208 




O 

'V 








B-2209 




V 










B-2210 












B-2211 












B-2212 












B-2213 


















B-2214 




o 
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£xannple# 












B-2215 














B-2216 














B-2217 






^NH 








B-2218 














B-2219 












B-2220 




O 








B-2221 















8UBSTTTUrESHEEr(RULE26) 



wo 98/52940 



PCT/US98/10436 



607 





N— NH 


H 










N 





Examples B-2222 through B-2245 are prepared from Scaffold C-29 
Example* r' 



B-2222 


O-i 












B-2223 














B-2224 






o 








B-2225 






o 








B-2226 






O 








B-2227 






o 

'V 








B-2228 






o 

BR 
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Example* R^' R** 



B-2229 














B-2230 






o 










B-2231 














B-2232 






O 








B-2233 
















B-2234 














B-2235 






F 








6-2236 














B-2237 
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Example^ 



B-2238 
















B-2239 








' o 








B-2240 
















B-2241 
















B-2242 
















B-2243 
















B-2244 






O 








B-2245 








o 
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N-NH 




Examples B-2246 through B-2269 are prepared from Scaffold C-35 



Example# 












B-2246 






O 








B-2247 














B-2248 






O 










B-2249 






o 








B-2250 




















O 






B-2251 






o 








B-2252 






BR 
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Example# 












B-2253 












B-2254 














B-2255 




o 








B-2256 




o 

V 








B-2257 














B-2258 












B-2259 




F 








B-2260 












B-2261 












B-2262 




o 
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Exampte# 












B-2263 






^ o 








B-2264 














B-2265 














B-2266 


\ r > 












B-2267 














B-2268 




HN-4 
O 








B-2269 
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5 



10 



Examples B-227 0 t:tir'OU£rlx B-23X7 

15 

In a parallel array reaction block containing 4 8 
fritted vessels, each reaction vessel was charged with 
250 mg of polymer bound carbodiirtiide B48 (1.0 mmol/g 
resin) and a solution of the acid-containing scaffold C- 

20 49 in dime thy Iformamide (0.1 M, 500 uL) . To each slurry 
was added a solution of pyridine in dichlorome thane (0.2 
M, 10 0 0 uL) followed by a solution of a unique amine B47 
(0.2 M, 375 uL.) in dimethyl foirmamide . The reaction 
mixtures were agitated on a Labline benchtop orbital 

25 shaker at 250 RPM for 16-20 h at ambient temperature. 
The reaction mixtures were filtered into conical vials 
and the polymer was washed with 1.5 mL of 
dimethyl formamide and 2.0 mL of dichloromethane . The 
filtrates were evaporated to dryness in a Savant 

30 apparatus and dimethylf ormamide (3 50 uL) was added to 
each conical vial to dissolve the residue. A solution of 
tetraf luorophthalic anhydride (1.0 M, 150 uL) in 
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dimethyl formamide was added to the reconstituted conical 
vials and the mixture incubated for 2 hours at ambient 
temperature. Polyamine polymer B33 <4.0 meq N/g resin, 
250 mg) and 1.0 mL dichloromethane was then added to the 

5 reaction mixture in each conical vial. After agitating 
the reaction mixtures for 16 h at 250 RPM on an orbital 
shaker at ambient temperature, the mixtures were filtered 
through a polypropylene syringe tube fitted with a porous 
frit. The polymers were washed twice with 

10 dime thy Iformamide (1.0 mL each) and the filtrates and 
washings collected in conical vials. The filtrates were 
evaporated to dryness and weighed to afford the desired 
amide products B-2270 tiiurou^lx B-2317 as oils' or solids. 
The analytical data and yields for the products prepared 

15 in this manner are listed below . 



20 



25 



30 
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N R*^ 


^ , . Observed 
w. ._. Calcd, Mass 
Yield Mass Spec 

^P®^' M+H 


B-2277 




O 


33 


490 




B-2278 








53 


460 


461 


B-2279 




H 


10 


420 




B-2280 




)^ 

: — 2 — NH 


7 


435 


436 


6-2281 






18 


401 


402 


B-2282 








22 


390 


413* 






B-2283 








10 


394 


417** 
•M+Na 


B-2284 




H 




423 




B-2285 






23 


450 




B-2286 








4 


506 






H 
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N 


^ 1 Observed 
,_, Calcd. Mass ^ 
Yield - Mass Spec 

^P®^- M+H 


B-2287 




^ U — 


5 


437 


438 


B-2288 






8 


435 


436 






B-2289 




/ — N N— 

o ^\-/ 
j— m 


4 


450 


451 


B-2290 








456 


457 




f 


9 


B-2291 




f N 
H 


9 


415 


416 


B-2292 






5 


368 


369 


B-2293 






5 


366 


367 


B-2294 




l-i-NH 


5 


381 


382 


B-2295 


^^-^ 




16 


410 


411 


B-2296 






4 


483 





V 
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N 


_ , . Observed 
Yield Calcd.Mass ^^^^ ^pec 
SP«^- M+H 


B-2297 






7 " 


490 




B-2298 






4 


537 




B-2299 


\==y > 


H O 


4 


507 


508 


B-2300 






7 


442 


. 


i \==/ ^ 




B-2301 




O 


20 


396 


397 


B-2302 


J > ' 




30 


459 


- 


B-2303 




T:^ H 


6 


482 




B-2304 




/ 

o ^\ 


5 


395 


396 


B-2305 




--^ 


10 


460 




B-2306 




H 


11 


466 


467 
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N R*^ 

s / 


^ . . Observed 
Yield Calcd.Mass ^33^5 


B-2307 


1 \=/ < 




5 


421 


422 


B-2308 




I' H 


26 


470 




B-2309 






24 


424 


425 






B-2310 


\=/ s 


o 


9 


348 




B-2311 






21 


338 


339 






B-2312 




^ 11 

i " NH 


28 


398 


399 


B-2313 




1 r- 


6 


410 




B-2314 




c* 


15 


363 


364 






B-2315 






11 


444 




B-2316 






11 


418 
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N 


^ , . Observed 
Yield Calcd.Mass ^^^^ 3 


B-2317 






> 


36 


428 









wo 98/52940 



621 



PCT/US98/10,436 



10 

By analogy to the procedure identified above for the 
preparation of Examples B-2270 through B-2317, the 
following examples B-2318 through B-2461 were prepared. 

15 



20 



25 



30 
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i 

i 







N 

Ho : 


Yield 


Calcd. Mass 
Spec. 


Observed 
Mass Spec 
M+H 


B-2318 




i HN 


23 


426 


427 


B-2319 




NH 


23 


394 


- 


B-2320 






50 


490 


491 


B-2321 






49 


426 


427 


B-2322 




: o 


40 


366 


367 


B-2323 






o 


68 


410 


411 


B-2324 




1 ^ 

! V^NH 

i o 


57 


456 


457 
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R« 

K. i 


Yield 


Calcd. Mass 
Spec. 


Observed 
Mass Spec 
M+H 


B-2325 




\ \-< 1 

l-o^ i 


41 


382 


383 


B-2326 






o ! 


71 


440 


441 


B-2327 






36 


464 


465 






B-2328 




\ 




32 


467 


468 


B-2329 






o 

-Nt^N H 


34 


465 


466 


B-2330 


y V 1 




o 

<i> 


26 


364 


365 


B-2331 






o 


38 


464 


465 


8-2332 








33 


483 


484 


B-2333 






o 


36 


378 


379 
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N R*^! 

iK 1 


Yield 


Calcd. Mass 
Spec. 


Observed 
Mass Spec 
M-^H 


B-2334 




o 




44 


428 


429 


B-2335 




i o 

i 




27 


406 


407 


B-2336 




o 

:0 




41 


428 


429 


B-2337 






o 

11 




27 


423 


424 


B;-2338 






o 

11 




33 


469 


470 








B-2339 








52 


518 


519 




1 o 

i X 




B-2340 






O 




64 


442 


443 


B-2341 




1 o 

! A 




41 


350 


351 


B-2342 




O 




34 


414 


415 
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t-»B ' 

N— R^l 

'K 1 


Yield 


Calcd. Mass 
Spec. 


Mass Spec 
M+H 


B-2343 






29 


424 


425 


B-2344 




o 1 


33 


492 


493 






B-2345 






30 


420 


421 


B-2346 




i O 


35 


474 


475 


B.2347 




o 1 

; cd\ 


34 


392 


393 


B-2348 




o 1 

' 


61 


458 


459 


B-2349 




o 

N O J, 


73 


517 


518 


B'2350 




O 

; $ 


22 


448 


449 


B.2351 




o 1 


64 


486 


487 
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PCTAJS98/1P436 







N R'^ 

K 


Yield 


Calcd. Mass 
Spec. 


Observed 
Mass Spec 
M+H 


B-2352 






o 

V^NH O 

o 


41 


482 


483 


B-2353 


^ ^ ^ 




57 


438 


439 


B-2354 






•*<^N H 


63 


484 


485 


B-2355 




r * 


28 


536 


537 


B-2356 








29 


408 


409 




O 1 

! A ; 


B-2357 






41 


436 


437 


B-2358 








41 


451 


452 


B-2359 




! ^ 

! o ; 


57 


502 


503 


B-2360 




j V^NH 

! O O 


46 


496 


497 
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i N— R=: 

IM i 

r o , 




Yield 


Calcd. Mass 
Spec. 


Observed 
AAass Spec 
M+H 


B-2361 






13 


476 


477 


B-2362 






46 


493 


494 




O i 


B-2363 




o 




57 


396 


397 






8-2364 




o ; 


61 


438 


439 


B-2365 




O j 
o ' 


72 


424 


425 
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N R*^ 



Yield 



Calcd. Mass 
Spec. 



Observed 
Mass Spec 
M-t-H 



B-2373 




o 



6 



50 



432 



433 



B-2374 




_ 



s 



29 



382 



383 



B-2375 




I o 



S 



35 



395 



396 



B-2376 





36 



428 



429 



B-2377 




I o 



68 



438 



439 



B-2378 




o 



X 



55 



446 



447 



B-2379 




33 



364 



365 



B-2380 




o 



51 



421 



422 



B-2381 




52 



429 



430 
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I 



N — R^i 



Yield 



Catcd. Mass 
Spec. 



Observed 
Mass Spec 



B-2382 



O 



48 



407 



408 



B-2383 




53 



382 



383 



B-2384 




^•6 



38 



447 



448 



B-2385 




;6 



59 



498 



450 



B-2386 



IF 



^ ! 



45 



429 



430 



B-2387 





74 



558 



B-2388 



53 



475 



B-2389 



o 



33 



493 



494 



B-2390 



|F- 




"1 



, O 



53 



487 



488 
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-< 



N 



Yield 



_o i 



Calcd. Mass 
Spec. 



Observed 
Mass Spec 
Mf-H 



B-2409 



47 



448 



449 



B-2410 



^^^^ 




73 



542 



543 



O 



B-2411 



B*2412 



io 



70 



81 



O 



54 



489 



409 



490 



410 



B-2413 




I o 



37 



493 



494 
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-^^^ -. 

\ N R ^ • 

i 

N N O 



I 







! N = 


Yield 


Calcd. Mass 
Spec. 


Observed 
Mass Spec 
M+H 


B.2414 






14 


473 


474 


B-2415 




i ^ 

i ^\ 

1 CI 


19 


421 


422 


B-2416 




1 o . ■ 

1 


13 


386 


387 


B-2417 




1 O : 


29 


414 


415 


B-2418 






6 


420 


421 


B-2419 




1 o 


10 


454 




B-2420 




i o 


5 


442 


443 
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\ R« 1 
N R^! 

M 1 

^ O i 


Yield 


Calcd. Mass 
Spec. 


Observed 
Mass Spec 
M+H 


B-2421 






28 


454 


455 


B-2422 




o 1 

! ttirl 


47 


420 


421 


B-2423 




! 9, i 


53 


400 


401 


B-2424 




o 


15 


400 


401 


B-2425 




i X 1 


18 


522 


523 


B-2426 






o 


38 


464 


465 


B-2427 






o 


26 


468 


469 


B-2428 




o 


22 


432 


433 


B-2429 






O 


41 


404 


405 
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R^ i 
N R^! 

M i 


Yield 


Calcd. Mass 
Spec. 


Observed 
Mass Spec 
M+H 


B-2430 




:o,N '"'^^^^^^No J 


15 


476 


477 






B-2431 




6 

1 


6 


446 


447 






B-2432 




( o 




37 


404 


405 


B-2433 




O 


8 


428 


429 


B-2434 




o 


13 


476 


477 


B-2435 






23 


442 


443 


B-2436 






5 


486 


487 


B-2437 




! 


4 


492 


493 


B-2438 




i O 


58 
._ 


422 


423 



S0B9TrrUTE8HEET(RULE86) 



wo 98/52940 



PCT/US98/ia436 



637 







R« 

N R^ = 

K ! 


Yield 


Catcd. Mass 
Spec. 


Observed 
Mass Spec 
M+H 


B-2439 




o 

; c>: 

CF , i 


12 


454 


455 


B-2440 




' ° i 

\ ""i'o ! 


8 


521 


522 


B-2441 








6 


443 


444 


B-2442 






37 


514 


515 


B-2443 




i^V^NH O , 

; 


15 


518 


- 


B-2444 




: O : 


52 


520 




B-2445 






33 


517 


518 


B-2446 






! OF; 


70 


500 


501 


B.2447 






i \' 


56 


488 


489 
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i N— R<=: 

H ^ 

1^ o 


Yield 


Calcd. Mass 
Spec. 


Observed 
Mass Spec 
M+H 


B-2448 






51 


522 


523 


B-2449 




V^NH i 

ci; 


19 


512 


513 


B-2450 






16 


538 


539 




y 


B-2451 




o 


71 


611 


512 


B-2452 






71 


500 


501 


B-2453 






61 


470 


- 


B-2454 




o 


15 


472 


473 




V^NH O , 1 


B-2455 


'f-0-\ 

\ ^ 




39 


520 




B-2456 






51 


533 


534 
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: N 

K 


Yield 


Calcd. Mass 
Spec. 


Observed 
Mass Spec 
M+H 


B-2457 




1 o 

1 


55 


540 


- 


B-2458 




r o 


22 


488 


489 






B-2459 




1 1 

i CFi 


8 


486 


487 


B-2460 




1 O 


13 


534 


535 


B-2461 




! 


13 


642 
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10 



15 



Example C-1 

5 - AMOCNOMETHYXj- 4 - ( 4 -PYRIDYI* ) - 3 - ( 4 -FIiXJOROPHENYL ) PYKAZOIiE 



N-NH 




20 1- (4-f luorophenyl) -2- (4-pyridyl) -l-ethanone . 4- 

picoline (40 g, 0.43 mol) was added to a LiHMDS solution 
(0.45 mol, 450 mL of a 1.0 M solution in THF) over 30 
minutes at room temperature (a slight exotherm was 
observed) The resulting solution was stirred for 1 h. 
25 This solution was added to ethyl 4-f luorobenzoate (75.8 
g, 0.4 5 mol, neat) over 1 h. The mixture was stirred 
overnight (16 h) . Water (2 00 ml.) was added and the 
mixture was extracted with EtOAc (2x200 mL) . The organic 
layer was washed with brine (1x200 mL) and dried over 
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Na2S04. The organic layer was filtered and the solvent 
was removed to leave oily solid. Hexane was added to the 
oil and the resulting solid was filtered audi washed with 
hexane (cold) . A yellow solid was isolated (50 g, 54%) : 

5 NMR (CDCI3) 5 8.58 (d, J = 5.7 Hz, 2H) , 8.02 (dd, J = 

5.5, 8.0, 2H) , 7.12-7,21 (m, 4H) , 4,23 (s, 2H) ; ^^F NMR 
(CDCI3) 5 -104.38 (m) ; LC/MS, tr = 2.14 minutes (5 to 95% 
acetonitrile/water over 15 minutes at 1 mL/min, at 254 nm 
at 50°C) , M+H = 216; High Resolution MS Calcd for 

10 C23H20N4O2F (M+H): 216.0825. Found: 216.0830 (A mmu = 
0.5) . 

N-t)enzyloxyca2:t)onyl-5-amiiioinet1iyl-4- (4-pyi:idyl) -3- 
(4-f luorophenyl) pyrazole* A 3Ij round bottom flask 

15 fitted with a mechanical stirrer, N2 inlet and an addition 
funnel was was charged wtih 557 ml. (0.56 mol) of 1 M t- 
BuOK in THF and 53 mL (0.56 mol) of t-BuOH. The ketone, 1 
(60 g, 0.28 mol) was dissolved in 600 mL of THF and added 
to the stirred mixture at room temperature. A yellow 

20 precipitate formed and the mixture was stirred for 1 h. 
N-benzyloxycarbonyl-glycinyl N-hydroxysuccinimide ( 128 . 6 
g, 0,42 mol) was dissolved in 600 mL of THF and added 
dropwise at r.t. over Ih. The mixture was stirred for 
another 5 minutes and 15 0 mL of water was added. the pH 

25 was adjusted to 6.7 with 70 mL of AcOH. Hydrazine 
monohydrate (41 mL inlOO mL of water) was added via an 
addition funnel. The mixture was stirred for 1 h and was 
diluted with 500 mL of water and 500 mL of ethyl acetate. 
The biphasic mixture was transferred to a sep funnel and 

30 the layers were separated. The aqueous layer was 

extracted with EtOAc (3x3 0 0 mL) . The organic layer was 
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dried (Na2S04), filtered and evaporated to leave 157 g of 
a crude reddish oil . 

The oil was suspended in CH2CI2 and filtered to 
remove any insoluble material (DCU, hydrazone of the 

5 inonoketone) . The solution was split into two portions 
and each portion was chromatographed (Biotage 75L, 3% 
EtOH/CH2Cl2 then 6% EtOH/CH2Cl2) - The appropriate 

fractions were concentrated (some contcunination from the 
monoketone and the hydrazone) from each portion to leave 

10 a yellow solid. The solid was suspended in ethyl acetate 
and heated to boiling for 10 minutes. The solution was 
allowed to cool to R.T. overnight. The precipitate was 
filtered to give 30 g of a white solid (27% yield of 2) : 
NMR (DMF-d7) 6 13.36 (s, IH) , 8.57 (d, J = 5.8 Hz, 2H) , 

15 7.16-7.52 (m, IIH) , 5.11 (s, 2H) , 4.48 (d, a = 5.4 Hz, 
2H) ; ^^F NMR {DMF-d7) 5 -114.9 (m) , -116.8 (m) (split 
fluorine signal is due to the pyrazole tautomers) ; LC/MS, 
tr = 3.52 minutes (5 to 95% acetonitrile/water over 15 
minutes at 1 mL/min, at 254 nm at 50°C) , M4-H = 403; High 

20 Resolution MS Calcd for C23H20N4O2F (M+H) : 403.1570. 
Found: 403.1581 (A mmu = 1.1). 



5 - aminome thy 1 - 4 - ( 4 -py r idy 1 ) - 3 - ( 4 - f luorophenyl ) 
pyrazole. To a IL Parr bottle was added 7 g (17.4 mmol) 

25 of 2 and 180 mL of MeOH and 90 mL of THF to give a clear 
solution. The bottle was purged with nitrogen and 1.5 g 
of 10% Pd/C (wet Degussa type ElOl) was added. The Parr 
bottle was pressured to 40 psi (H2) and was agitated. 
Hydrogen uptake was 5 psi after 5 h. The bottle was 

30 repressured to 42 psi and was agitated overnight. The 
bottle was purged with N2 and was filtered through 
Celite. The Celite was washed with MeOH (3x50 mL) and 
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the filtrate was concentrated to give 4,5 g of an off- 
white solid (94%). NMR (DMSO-de) 6 8.52 (d, J = 4.63 
Hz, 2H) , 7.36 (dd, a = 5.64, 8.1 Hz, 2H) , 7.16-7.30 (m, 
4H) , 3.79 (S, 2H) ; ^^F NMR (DMSO-de) 5 -114,56 (m) ; L.C/MS, 
tr = 1-21 minutes (5 to 95% acetonitrile/water over 15 
minutes at 1 mL/min, at 254 nm at 50°C) , M+H = 269 m/z; 
High Resolution MS Calcd for C15H14N4F (M+H): 269,1202. 
Found: 269.1229 (A mmu = 2.7). 



The following pyridylpyrazoles (C-2 through C-21, Table 
C-1) were prepared according to the experimental 

procedure described above for excimple C-1. 

TeJsle C-1. 



Exampl 
e No . 


Structure 


MW, M + 
H 

Calculat 
ed 
Found 


^H NMR (solvent) , ppm 


C-2 


N-NH 
^N^ 


323 . 1672 
323 . 1670 


(DMF-d7) : 8 .77 ( t, J = 
4.4 Hz, 2H) , 7.60 (m, 2H) , 
7 ,44 (t, J = 4.4 Hz, 2H) , 

7.35 (m, 2H) , 3 .22 (bd, 
2H) , 3.01 (septet, J = 5.3 
Hz, IH) , 2 .74 (m, 2H) , 
1.95 (m, 4H) 
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C-3 


N-NH 

'^'n==^ it CH3 


2 82 .127 

(M) 
282 .1245 
(M, EI) 


(DMF-dv) : 8.77 (br s, 
2H) , 7.64-7.62 (m, 2H) , 
7,50 (br s, 2H) , 7.38-7.34 
(m, 2H) , 4.40-4.37 (m, 
IH) , 1.56 (br s, 3H) 


C-4 


N-NH 

^ N==^ JT 6H3 

N 


282 .127 

(M) 
282 . 1147 
(M, EI) 


(DMF-d7) : 8.77 (br s, 
2H) , 7.64-7.62 (m, 2H) , 
7.50 (br s, 2H) , 7.38-7.35 
(m, 2H) , 4 .40-4 .37 (m, * 
IH) , 1.57 (br s, 3H) 


C-5 


N-NH 
N 


323 . 1672 
323 . 1687 


(DMSO-ds) : 8.56 (br, 2H) , 
7.32 (m, 2H) , 7.18 (m, 
4H) , 2.91 (m, 2H) , 2.71 
(m, 2H) 1.88 (m, IH) , 1.65 
(m, 2H) , 1.40 (m, 2H) 


C-6 


N-NH 
N 


359 
359 


(DMSO-de) : 8.46 (d, J = 
4.6 Hz, 2H) , 7.32-7.13 (m, 

7H) , 6.98-6.96 (m, 4H) , 
4,06 (t, J = 7.0 Hz; IH) , 
2.98-2.95 (m, 2H) 


C-7 


N-NH 


359 
359 


(DMSO-de): 8.46 (d, J = 
5.4 Hz, 2H) , 7.32-7.28 (m, 
2H) , 7.20-7 . 12 (m, 5H) , 
6.98-6.96 (m. 4H) , 4.06 
(t, J = 7.0 Hz, IH) , 2.98- 
2.94 (m, 2H) 


C-8 


N-NH 

^'^^^^ ^OCHa 


313 . 1465 
313 . 1492 


(DMSO-de): 13.83 (bs, 
IH) , 8.61 (d, a = 5.7 Hz, 
2H) , 8.33 (bs, IH) , 7 .33 
(m, 6H) , 4.44 (m, IH) , 
3 . 63 (m, 2H) , 3 . 27 (s, 3H) 
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C-9 



N-NH 




NH2 
OCH3 



313 . 1465 
313 . 1457 



(DMSO-de) : 8.55 (dd, J = 
1.5, 4 . 4 Hz, 2H) , 7 , 37- 
7.32 (m, 2H) , 7,26 (dd, J 
= 1,6, 4.4 Hz, 2H) , 7.22- 
7.16 (m, 2H) , 4.06 {t, J = 

6.5 Hz, IH) , 3.49 (d, J = 

6.6 Hz, 2H) , 3,20 (s, 3H) 



(DMSO-de) : 13 . 03 (bs, 
IH) , 8.50 (dd, J-=1.6, 2.7 
Hz, 2H) , 7,58 (bq, J=4 , 3 
Hz, IH) , 7.3 (m, 2H) , 
7,12-7.21 (m, 4H) , 3.77 
(t, J= 6.3 Hz, IH) , 2.45 
(d, J=4.5 Hz, 3H) , 1.97 
(t, a= 7.4 Hz, 2H) , 1.85 
(dt, a=7.3, 7.1 Hz, 2H) 



C-10 




354 
354 



C-11 




354 
354 



(DMSO-de): 13.03 (bs, 
IH) , 8.50 (dd, J=1.6, 2.7 
Hz, 2H) , 7.58 (bq, J=:4.3 
Hz, IH) , 7,3 (m, 2H) , 
7,12-7.21 (m, 4H) , 3.77 
(t, J= 6.3 Hz, IH) , 2.45 
(d, J=4.5 Hz, 3H) , 1.97 
(t, J= 7 .4 Hz, 2H) , 1 . 85 
(dt, J=7.3, 7,1 Hz, 2H) 



C-12 




NH2 



283 , 1359 
283 .1363 



(DMSO-de): 8.53 (d, a = 
5.0 Hz, 2H) , 7.37-7,32 (m, 

2H) , 7.21-7 . 17 (m, 4H) , 
2 . 83 (d, J = 6.0 Hz, 2H) , 
2.77 (d, J = 6.0 Hz, 2H) 



C-13 



297 . 1515 
297 , 1515 



(DMSO-de): 8.53 (d, J = 
5.4 Hz, 2H) , 7.34 (dd, J = 
5.8, 8.2 Hz, 2H) , 7 .18 
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(dd, J = 5.8, 9.8 Hz, 4H) , 
2.68 (t, J = 7.3 Hz, 2H) , 
2.52 (m, 2H) , 1.64 (m, 2H) 


C-14 


CL N-NH 
N 


284 .0829 
284 .0806 


{ CD3OD) : 8.74 (t>3r, 2H) , 
7-77 (br, 2H) , 7.45-7.58 
(m, 3H) , 7.30-7.40 (m, 
IH) , 4 . 43 ( s , 2H ) 


C-15 


N-NH 

^^^^^^^^^^ 


285 
285 


(DMSO-de) : 8.53 (br, 2H) , 
7 .56 (br, 2H) , 7.26 (in, 
4H) , 3.75 (br, 2H) 


C-16 


N-NH 
N 


329, 331 
329, 331 


(DMSO-de) : 8.53 (d, a = 

4.4 Hz, 2H) , 7.42 (d, J = 
7,9 Hz, 2H) , 7.34 (d, a = 

8.5 Hz, 2H) , 7.24 (d, a = 
4.6 Hz, 2H) , 3.76 (bs, 2H) 


C-17 


CI,^^^^^^N-NH 
N 


339 
339 


(DMSO-ds) : 8.53 (t, J = 
4.3 Hz, 2H) , 7.33 (m, 3H) , 
7.19 (t, J = 4,6 Hz, 2H) , 
7,14 (d, J = 7.3 Hz, IH) , 
3.23 (m, 2H) , 2 .88, (m, 
3H) , 1.92, (m, 3H) , 1.70 
(m, IH) 


C-18 


* N-NH 
N 


339 
339 


(DMSO-ds) : 8.57 (d, J = 
4.6 Hz, 2H) , 7 .41 (d, J = 
8.3 Hz, 2H) , 7 .29 (d, J = 
8.5 Hz, 2H) , 7.20 (d, J = 
4.8 Hz, 2H) , 3 . 18 (bd, 
2H) , 2,88 (m, IH) , 2.76 
(m, 2H) , 1 . 82 (br, 4H) 


C-19 


N-NH 
N 


383, 385 
383, 385 


(DMSO-de): 8.56 (br, 2H) , 
7.52 (br, 2H) , 7.14-7.29 
(m, 4H) , 2 .99 (br, 2H) , 
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2.71 (t>r, IH) , 2.51 (br, 
2H) , 1.68 (br, 4H) 



5 



TtiG following pyridylpyrazoles (C-22 ttiarough C-40, Table 
C-2) are prepared utilizing the general schemes C-1 and 
C-2 and the experimental procedure described for example 
15 C-1 above. 



Teible C-2 



Cmpd . No . 


Structure 


C-22 


N-NH 
N 


C-23 


N-NH 

[ j) N=/ 


C-24 


N-NH 

L jl "^^^ 
^N^ 
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C-25 


Br^ N-NH 


C-26 


H3C N-NH 

^ NHo 


C-27 


Br^^^^^ N-NH 
N^ 


C-28 


Haa N-NH 

Q 


C-29 


N-NH 


C-30 


N-NH 
N 


C-31 


N-NH 
N 


C-32 


N-NH 
f^N 


C-33 


N-NH 

0 
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C-34 


N-NH 


C-35 


N-NH 

'^>^... 

N 


C-36 


N-NH 


C-37 


N-NH 
^N 


C-38 


^^^^^ JL ' V^NH 
N 


C-39 


N-NH 

N 


C-40 


N-NH 


C-41 


N-NH H 
N 


C-42 


N-NH 
N 


C-43 


N-NH u 

HN f 

N 


C-44 


HN ' 

N 
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C-45 


Cil ^ — 


C-46 


N-NH „ 
N 


C-47 


N-NH 
^^^^^--^^^^ 

N 


C-48 


N-NM ^ 
^N 



5 




15 Step A 

The pyrazole (2,60 g, 10.3 mmol) from example 4 was 
suspended in 52 mL of dichloroethane and 52 mL. of 2.5 M 
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NaOH. Tetrabutylaininonium hydroxide (0.5 mL* of a 1 M 
aqueous solution) was added to the stirred mixture. To 
this mixture was added t-butyl bromoacetate (2,10 g, 10.8 
mmol) . The reaction mixture was stirred at room 

5 temperature for 4 h. The mixture was* poured onto 2 00 mL 
of CH2CI2 and 2 00 mL. of H2O- The phases were separated 
and the organic phase was washed with water (1x100 mL) 
and brine (1x100 mL) . The organic layer was dried over 
Na2S04 and was filtered. The solvent was removed to leave 

0 an off-white solid. This solid was triturated with 
hexane and the resulting solid isolated by filtration. 
The solid was washed with hexane to leave 3.4 g of a 
white solid (90%) . 

15 

Step B 

20 The alkylated pyrazole (3,7 g, 10,1 mmol) from Step 

A was treated with 57 mL of 4 N HCL in dioxane . The 
solution was stirred at room temperature for 4 h. The 
solvent was removed under reduced pressure and the 
residue was dissolved in THF . The solution was treated 

25 with propylene oxide (10.3 mmol) and was stirred for Ih 
at room temperature. The solvent was removed to leave an 
oil. The residual solvent was chased with several 

portions of EtOH . The resulting solid was triturated 
with Et20 and the title compound Example C-49 was 

30 isolated by filtration to afford 3.0 g of an off-white 
solid (95%). Mass spec: M+H cald: 312; found 312, 
NMR (DMSO-d6) : 8.81 (d, J = 6.4 Hz, 2H) , 7,73 (d, J = 
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5.8 Hz, 2H) , 7.40 (m, 2H) , 7.23 (t, J = 8.5 Hz, IH) , 5.16 
(s, 2H) , 2.40 (s, 3H) . 



5 Bxample C-50 




According to the procedure described a±)Ove in Example C- 
10 49, Example C-50 was also prepared starting from 4-[3-(4- 
f luorophenyl ) -lH-pyrazole-4-yl ] pyridine . Mass spec: M+H 
cald: 298; found 298. NMR (DMSO-d6): 8.75 (d, J = 

6.4 Hz, 2H) , 8.68 (s, IH) , 7.78 (d, J = 6.6 Hz, 2H) , 7.52 
(dd, J = 5.4, 8.5 Hz, 2H) , 7.31 (t, J = 8.9 Hz, 2H) , 
15 5. 16 (s, 2H) . 



Example C-51 




Starting with the N-Boc-piperidinyl analog of Example C- 
2, Example C-51 is also prepared according to the methods 
described in Scheme C-1, 
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Rsceuxrple C-52 

5 

N-NH 
N 

Step A: Picoline is treated with a base chosen from but 
not limited to n-BuLi , LDA, LiHMDS, tBuOK, or NaH in an 
organic solvent such as THF, ether, t-BuOH or dioxane 

10 from -7 8 ""C to 50 ''C for a period of time from 10 minutes 
to 3 hours . The picoline solution is then added to a 
solution of N-Cbz- (L) -phenylalaninyl N- 

hydroxysuccinimide . The reaction is allowed to stir from 
3 0 minutes to 48 hours during which time the temperature 

15 may range from -20 to 120 ""C. The mixture is then 

poured into water and extracted with an organic solvent. 
After drying and removal of solvent the pyridyl 
monoketone is isolated as a crude solid which could be 
purified by crystallization and/or chromatography. 

20 




25 Step B: A solution of the pyridyl monoketone in ether; 
THF, tBuOH, or dioxane is added to a base chosen from but 
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not limited to n-BuLi, LDA, LiHMDS, tBuOK, or NaH 
contained in hexane, THF, ether, dioxane, or tBuOH from - 
7 8 °C to 50 for a period of time from 10 minutes to 3 

hours . Formyl acetic anhydride is then added as a 

5 solution in THF, ether, or dioxane to the monoketone 
anion while the temperature is maintained between -50 °C 
and 50 ^C. The resulting mixture is allowed to stir at 
the specified temperature for a period of time from 5 
minutes to several hours. The resulting pyridyl diketone 

10 intermediate is utilized without purification in Step C. 




Step C: The solution containing the pyridyl diketone is 
15 cjuenched with water and the pH is adjusted to between 4 
and 8 utilizing an inorganic or organic acid chosen from 
HOAc, H2SO4, HCl, or HNO3 . The temperature during this 
step is maintained between -20 °C and room temperature. 
Hydrazine or hydrazine hydrate is then added to the 
20 mixture while maintaining the temperature between -2 0 °C 
and 40 for a period of 3 0 minutes to several hours. 

The mixture is then poured into water and extracted with 
an organic solvent. The N-Cbz-protected pyridyl pyrazole 
is obtained as a crude solid which is purified by 
25 chromatography or crystallization. 
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N NH 




5 Step: D 

The CBZ protecting group is cleaved using hydrogen gas 
under pressure and Pd-C in an alcohol solvent, affording 
scaffold C-52 after filtration and concentration. 



N-NH 



10 




15 The following compounds C-53 through C-59 in Table C-3 

are prepared according to the general procedure described 
above for the preparation of C-52 . 





Table 


C-3 




Example No. 


Structure 






C-53 






N-NH 
N 
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C-54 


N-NH 
N 


C-55 


N-NH 
N 


C-56 


HaN jJ'-NH 
N 


C-57 


H^N N-NH 
N 


C-58 


HaN^^^'^T^NH-Boc 
N 


C-59 


HaN^^^^"'^^^^^ 
N 



Example C-60 

5 Step A: 

A Boc protected pyridylpyrazole is treated with 
benzaldehyde in methylene chloride at room temperature in 
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the presence of a drying agent for a period of time 
reinging from 1-24 h. Solvent is then evaporated and the 
resulting imine is used in step B without further 
purification . 

5 




Step B: 

The pyridylpyrazole imine is dissolved in THF and stirred 
10 under nitrogen at temperatures rajnging from -78 to -20 ®C , 
A base such as LDA, n-BuLi, or LiHMDS is added dropwise 
to the mixture which is then stirred for an additional 10 
minutes to 3 h. Two equivalents of a methyl iodide are 
then added to the mixture and stirring is continued for 
15 several hours. The mixture is then quenched with acid 
and allowed to warm to room temperature and stirred 
several hours until cleavage of the Boc and the imine 
functions is complete. The pH is adjusted to 12 and then 
the mixture is extracted with an organic solvent, which 
20 is dried and evaporated. The crude pyridylpyrazole is 
then crystallized and/or chromatographed to give purified 
C-60 . 
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N-NHBoc 




Step B 



1) Base 

2) Met 

3) Acid, H2O 



N-NH 




NH2 



Example C-61 



N-NH 




NH2 



10 Example C-61 is prepared according to the method 
described in example C-60, substituting 1 , 4-dibromobutane 
for methyl iodide. 



15 



20 Example C-62 
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N-NH 



F 




Example C-62 is prepared according to the method 
described in example C-60, substituting 1 , 3 -dibromoethane 
for methyl iodide. 

5 

Bxan^le C-63 

The synthesis of compound C-63 starts with the 
10 condensation reaction of bromomaleic anhydride B77 with 
2, 4-dimethoxybenzylamine in acetic acid and acetic 
anhydride. The maleimide B78 is then treated with 4'- 
f luoroacetophenone in the presence of catalytic amount 
Pd2(dba)3 and sodium t-butoxide to form the 
15 f luoroacetophenone substituted maleimide B79 . B79 is 
then treated with tert-butoxybis (dimethyl amino) methane to 
yield the a-ketoenamine B80 . The a-ketoenamine B80 is 
condensed with hydrazine to form the N-protected 
maleimide pyrazole B81. The 2 , 4-dimethoxybenzyl group is 
20 cleaved with eerie ammoniiim nitrate (CAN) to give the 
title compound C-63. 
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Exeunple C-64 




Using the method described in Schemes C-6 and C-7, 
10 Example 64 is prepared. 
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Bbcainple C-65 
N-NH 




Using tine metliod described in Schemes C-6 and C-7 
Example 65 is prepared. 

10 

£3cain(ple C~66 




Using ttie metlaod described in Schemes C-6 and C-7 
Excimple C-66 is synthesized, substituting N-2,4 
20 dimethoxybenzyl-4-bromopyridone for B78. 



25 
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Bxaznple C-67 




Using the method described in Schemes C-6 and C-7 , 
Example C-67 is synthesized, substituting N-2,4- 
10 dimethoxybenzyl-4-bromopyridone for B78, and substituting 
N-Boc-glycyl N-hydroxysuccinimide for B82 . 



Example C-68 




Using the method described in Schemes C-6 and C-7 , 
20 Example C-68 is synthesized, substituting N-2,4- 
dimethoxybenzyl-4-bromopyridone for B78, 



25 
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BscampXe C-69 



5 




Using the method described in Schemes C-6 and C-7 , 
Example 69 is prepared, substituting N-Boc-nipecotyl N- 
hydroxysuccinimide for B83 . 

10 

Example C-70 




15 Using the method described in Schemes C-6 and C-7, 
Example 7 0 is prepared, substituting N-Boc-nipecotyl N- 
hydroxysuccinimide for B83 . 



Example C-71 
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Using the method described 
Example 71 is prepared, 
hromomaleimide for B78 . 

5 Escan^le 



in Schemes C-6 and C-7 , 
substituting N-methyl-3- 

C-72 




10 Using the method described in Schemes C-6 and C-7, 
Example 72 is prepared, substituting N-methyl-3- 
bromomaleimide for B78, and substituting N-Boc-nipecotyl 
N-hydroxysuccinimide for B83 . 

15 Example C-73 




Using the method described in Schemes C-6 and C-7, 
20 Example 73 is prepared, substituting N-methyl-3- 
bromomaleimide for B78 and substituting N-Boc-nipecotyl 
N-hydroxysuccinimide for B83 . 



25 
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Biological data from compounds of Examples B-OOOl through 
B-1573 and of Examples B-227 0 through B-2462 are shown in 
5 the following tables . 

In vitro P3 8 -alpha kinase inhibitory data are shown in 
the colxamn identified as: 

^P3 8 alpha klziase XC5o# or H xnlilb & cone* (uM) «^ 

10 



In vitro whole cell assay for measuring the ability of 
the compounds to inhibit TNF production in human U937 
cells stimulated with LPS are shown in the column 
15 identified as: 

^U937 Cell XCso, \iM or ^ inliib @ concw (uM) " 

In vivo assessment of the ability of the compounds to 
inhibit LPS-stimulated TNF release in the mouse is shown 
in the colximn identified as: 

^Mouse IfPS Model, H TNF inhib @ dose @ predose time" 
wherein in the dose is milligreum per kilogram (mpk) 
administered by oral gavage and the predose time 
indicates the number of hours before LPS challenge when 
the compound is administered. 

In vivo assessment of the ability of the compounds to 
inhibit LPS-stimulated TNF release in the rat is shown in 
the column identified as: 
30 '^Rat IiPS Model/ % TNF inhlb © dose @ predose time" 

wherein in the dose is milligram per kilogram (mpk) 
administered by oral gavage and the predose time 



20 



25 
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indicates the niamber of hours before LPS challenge when 
the compound is administered. 
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Example# 


P38 alpha kinase 

tC50,uM or % 
inhlb@conc. (uM) 


U937 Cell IC50,uM 

or % 
inhlb@conc. (uM) 


Mouse LPS Model % 
TNF Inhib @ dose 
©predose time 


Rat LPS Model % 
inhIb @dose 
@ predose time 


B-O001 




Af\ no/ ^ n«iftii 






B-0002 


7 1 .0% <£? t .Oil M 


oo no/ n natiiJi 
^o.O 1 0.OUIVI 






B-O003 


70.0%@i .OUM 


*re no/ h n ni ■ km 
70.0vo lO.UUM 






B-O0O4 


oO.O*7b<ff 1 .OUM 


««.D 1 unn 






B-0Q05 


nc: not/ AxKA 


^•a /Um 






B*0006 


O'^ /Ml/ iSfiH nmttlB 


ono/ ^in ntiUfl 






B-0007 




85 0%(d10 OuM 






B-OuOo 


*t<C*U /O '*> 1 aUU IWI 


65 0%@10 OuM 






B-OOQ9 


n 04 uM 

w.W*T Ml VI 


0.72uM 






B-0010 


n iiM 
U.O^ UIV1 


O R'^uM 






B-0011 


n 03 ulUI 

UIVI 


4.47uM 






B-O012 




44 0% @1 OuM 






0-0013 




84 0%@10 OuM 






B-OO l4 


0%@1 OuM 


80.0%@ 1 0.OuM 






B-0015 


89 O%01 OuM 


80 0%@10 OuM 






D-UU ID 


94 0%®1 OuM 


3.98uM 






D-OO 1 r 


S6 0%@1 OuM 


79,0%@10.0uM 






o-OUl O 


60 0%d1 OuM 


59.0%@10,OuM 






B-0019 


n<*/k<Bi OuM 


lOO 0%@10 OuM 






B-0020 


/o.Ot^^ 1 .UUm 


O 1 .0 /o ^ 1 ll.l/U IVI 






B-0021 


fifi no/ iSiH fimmUi 


7R noA^in HiiM 
rO.O IU»UUiVI 






B-0022 


CO noAA>-i oitM 

09*U /o 'Bf 1 •UUIVl 


44 OC3>1 OuM 






B-0023 


on noAfflk^ ntiM 
9U*u 1 avium 


T7 00/.&10 OmM 






B-0024 


OA noA^i OiiM 








B-0025 


fio noAia>-i naiM 


7Q OOA01O OuM 






B-0026 


QA n^0)1 OiiM 
90.if /Ovr laUUIVI 


*i 97uM 

O.^ f UtVI 






B-0027 


OA noz.^1 niiM 


1i OuM 






B-O02o 


n<t£.fi3>i OtiM 
w«7b\/ /e%y 1 aUUivi 


45 0%@10 OuM 






n nA A A 

B-0029 


Ql noA<8)1 OiiM 


f^R 0^A(S)10 OuM 






cwou 


92.0% OuM 


75.0%@10.0uM 






B-0031 


94.0%@1.0uM 


100.0%@10.0uM 






B-0032 


94.0%@1.0uM 


78.0%®10.0uM 






B-0033 


97.0%@1.0uM 


lO.OuM 






B-0034 


95.0%® 1. OuM 


lO.OuM 






B-0035 


94.0%@1.0uM 


lO.OuM 






B-0036 


92.0%@1.0uM 


8.24uM 






B-0037 


91.0%®1.0uM 


86.0%@10.0uM 






B-0038 


71.0%@1-0uM 


84.0%@10.0uM 






B-0039 


89.0%®1.0uM 


72.0%@10.0uM 






B-0040 


93.0%@1.0uM 


2.3uM 






B-0041 


65.0%@1.0uM 


66.0%@10.0uM 






B-0042 


94.0%@1.0uM 


1 2.76uM 
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P38 aloha klnasa 


U937 Cell tC50,uM 


Mouse LPS Model % 


Rat LPS Model % 




IC50,uM or % 


or % 


TNF Inhib & dose 


inhib ®dose 


Exafnple# 


inhib@conc. (uM) 


inhib@conc. (uM) 


@predose time 


@predose time 


B-0043 


0.22 uM 


0.54uM 






B-0044 


0.14 uM 


0.19uM 






B-0045 


g4.0%@1.0uM 


1.01uM 






B-0046 


96.0%<&1.0uM 


54.0%@1.0uM 






B-0047 


94.0%@1.0uM 


74.0%®10.0uM 






B-0048 


94.0%@1.0uM 


76.0%@10.0uM 






B-0049 


88%@1.0uM 


33.0%@1.0uM 






B-0050 


73%@1.0uM 


34.0%@1.0uM 






8-0051 


3.3uM 


2.1 5uM 


47% @ 1 00mpk®-6h 


79%@3mpk@-4h 


B-0052 


92%@1.0uM 


15.0%^1.0uM 






B-0053 


95%@1.0uM 


34.0%@1.0uM 






B-0054 


90%@1.0uM 


30.0%@1.0uM 






B-0055 


93%@1.0uM 


>1.0uM 






B-0056 


96%@1.0uM 


21.0%@1.0uM 






B-0057 


96%@1.0uM 


29.0%@1.0uM 






B-0058 


79%@1.0uM 


18.0%@1.0uM 






B-0059 


83%@1.0uM 


35.0%@1.0uM 






B-0060 


73%@1.0uM 


22.0%<91.0uM 






B-0061 


62%@1.0uM 


27.0%@1.0uM 






B-0062 


94%@1.0uM 


36.0%@1.0uM 




—. 


B-0063 


96%@1.0uM 


40.0%@1.0uM 






B-0064 


90%@1.0uM 


4.0%@1.0uM 






B-0065 


83%@1.0uM 


21.0%@1.0uM 






B-0066 


94%@1.0uM 


28.0%@1.0uM 






B-0067 


91%@1.0uM 


1.0%@1.0uM 






B-0068 


72%@1.0uM 


22.0%@1.0uM 






B-0069 


96%@1.0uM 


37.0%@1-0uM 






B-0070 


92%@1.0uM 


30.0%@1.0uM 






B-0071 


86%@1.0uM 


31.0%@1.0uM 






B-0072 


//VO® 1 .UUlVl 


'io no/ fi?>^ niiUi 






B-0073 


91%@1.0uM 


24.0%@1.0uM 






B-0074 


92%@1.0uM 


42.0%@1.0uM 






B-0075 


91%@1.0uM 


35.0%@1.0uM 






B-0076 


58%@1.0uM 


21.0%@1.0uM 






B-0077 


0.8uM 


lO.OuM 






B-0078 


80%@1.0uM 


20.0%@1.0uM 






B-0079 


93%@1.0uM 


13.0%@1.0uM 






B-0080 


73%@1,0uM 


73.0%@1.0uM 






B-0081 


92%@1.0uM 


13.0%@1.0uM 






B-0082 


47%@1.0uM 


27.0%@1.0uM 






B-0083 


0.22uM 


6.51 uM 






B-0084 


56%@1.0uM 


30.0%@1.0uM 
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Example# 


P38 alpha kinase 

ICSO^uM or % 
inhlb@conc. (uM) 


U937 Cell ICSO.uM 

or % 
inhib^conc. (uM) 


Mouse LPS Model % 
TNF Inhib ® dose 
Qpredose time 


Rat LPS Model % 
inhib ®dose 
dpredose time 


B-0085 


83%@1.0uM 


o4 no/ tfS3^4 n..kM 
21 .0%<ff 1 .UUM 






B-0086 


91%@i.0uM 


o*T no/ naiftii 
o7.07o^l .UUM 






B-0087 


0.55uM 


2.20UM 


oo vo ournpiv ^ ~o n 




B-0088 


96%^1.0uM 


n no/ iRt 4 n.aiiA 

9.0%@ I.OUM 






B-0089 


0.04uM 


O OOaaBJI 

o.ooUM 






B-0090 


98%<&1.0uM 


cn no/ ^S9i4 naaftA 
52.0%^ 1 .UUM 






B-O091 


96%@1.0uM 


jin no/ iSSt 4 n..RA 

40.0% @ 1 .OuM 






B-0092 


97%@ i.OuM 


Oit no/ n.iKJi 
34.0%@ 1 .UUM 






B-0093 


3.1 8 uM 


1.25uM 






B-0094 


96%@1.0tiM 


en no/ ^99^4 Aaafti 
52 .0% O t .UU M 






8-0095 


98%@1.0liM 


4 0 no/ AaaftJ 

00.0% vff 1 .UUM 






B-0096 


91%@1.0UM 


4o no/ «S9h4 naaRH 
22.0%<£?1 .OUM 






B-0097 


72.0%®10.0uM 


oo no/ nathil 
3o.O%® I.OUM 






B-0098 


6o.O%@10.0uM 


■1^ no/ ^4 Atiftil 
1 Z.U% (QF 1 .UU M 






B-0099 


43.0% @1.0uM 


n>aKJI 

>1 .OUM 






B-0100 


75.0% @i.OUM 


O.UUM 






B-0101 


71.0% ©I.OUM 


^.llUM 






B-0102 


81 .0%@ 1 .OuM 


4c no/ ^91-4 niiAJl 
15.0%€rl.UUM 






B-0103 


71 .0%h3 1 .OUM 


c no/ <f9t4 niiRJi 
O.Uto^ 1 .UUM 






B-0104 


5d.O% @ I.OUM 


O ^aaaHJI 

^./OUM 






B-0105 


7o.O%® I.OUM 


O.UUM 






B-0106 


62.0%@1.0UM 


O.UUM 






B-01 07 


O.Z7UM 


O.UUIVI 






B-0108 


0 1 .0%(i8f 1 .OUM 


't.OOUiVI 






B-01 09 


HO.Ovo^iS'l .OUM 


"tQ no/ Atiim 
l9.U /o^ I.UUlVi 






B-01 10 


66.0%<CP 1 -OUM 


lO.U /o^ l.UUIVl 






B-01 11 


/lO/ #^«iHA 

57.0%W 1 .UUM 


>1 .UUIVI 






B-01 1 2 


97.0%«? 1 .UUM 


1 .1 ^UIVl 






B-0113 


75.0%*P I .OUM 


A^ no/ (Si'i nuM 






lit 


45.0%® 1. OuM 


3.92UM 






B-0115 


47,0%@1.0uM 


2.0% @1. OuM 






B-01 16 


73.0%@1.0uM 


35.0%@1.0uM 






B-01 17 


0.46 uM 


1.78 uM 


30%®30mpk®-6h 




B-01 18 


1.18 uM 


1.29 uM 






B-01 19 


89.0%@10.0uM 


2.78uM 






B-01 20 


0.008 uM 


0.21 uM 


77%@100mpk@-6h 


70%@3mpk@-4h 


B-01 21 


79.0%@1.0uM 


1.22uM 






B-01 22 


79.0%@10.0uM 


2.0%® 1. OuM 






B-01 23 


59.0%@1.0uM 


>1.0uM 






B-01 24 


73,0%@1.0uM 


15.0%@1.0uM 






B-01 25 


70.0%@10.0uM 


17.0%@1.0uM 






B-01 26 


66.0%@1.0uM 


1.57UM 
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Exampte# 


P38 alpha kinase 

looUrUivi or A> 
inhib@conc. (uM) 


U937 Cell IC50,uM 

or 

inhib^conc. (uM) 


Mouse LPS Model % 
dpredose time 


Rat LPS Model % . 
^predose time 


B-0127 


82.0%<d1.0uM 


0.96uM 






B-0128 


78.0%@1.0uM 


1.81 uM 






B-0129 


51.0%@1.0uM 


31.0%@1.0uM 






B-0130 


69.0%@1.0uM 


58.0%@1.0uM 






B-0131 


43.0%@1.0uM 


46.0%@1.0uM 






B-0132 


76.0%@1.0uM 


8.0%@1.0uM 






B-0133 


51.0%@1.0uM 


42.0%@1.0uM 






B-0134 


60.0%@1.0uM 


2.1 7uM 






B-0135 


78.0%@1.0uM 


58.0%®1.0uM 






B-0136 


77.0%@1.0uM 


44.0%@1.0uM 






B-0137 


41.0%@1.0uM 


37.0%@1.0uM 






B-0138 


50.0%<91.0uM 


32,0%@1,0uM 






B-0139 


54.0%@10.0uM 


17.0%@1.0uM 






B-0140 


67%@10.0uM 


9.0%@1.0uM 






B-0141 


78.0%@1.0uM 


10.0%®1.0uM 






B-0142 


86.0%@1.0uM 


12.0%@1.0uM 






B-0143 


42.0% ©I.OuM 


3.63uM 






B-0144 


86.0% @1.0uM 


43.0%@1.0uM 




- 


B-0145 


54.0% @10.0uM 


12.0% @1.0uM 






B-0146 


7T,0% @10.0uM 


28.0% ©I.OuM 






B-0147 


44.0% ei.OuM 


22.0% @1.0uM 






B-0148 


51.0% @1.0uM 


>1.0uM 






B-0149 


1.15 uM 


10.0 uM 






B-O150 


27.0% ^lO.OuM 


35.0% @1.0uM 






B-0151 


43.0% ©I.OuM 


30.0% @1.0uM 






B-0152 


51.0% @1.0uM 


24.0% @1.0uM 






B-0153 


57.0% @1.0uM 


21.0% @1.0uM 






B-0154 


65.0% @10.0uM 


14.0% ©I.OuM 






B-0155 


40.0% @10.0uM 


26.0% ©I.OuM 






B-0156 


42.0% @10.0uM 


13.0% @1.0uM 






B-0157 


48.0% @10.0uM 


9.0% ©I.OuM 






B-0158 


58.0% ®10.0uM 


39.0% @1.0uM 






B-0159 


54.0% @10.0uM 


5.0% ©I.OuM 






B-0160 


59.0% @10.0uM 


26.0% @1.0uM 






B-0161 


72.0% @10.0uM 


13.0% @1.0uM 






B-01G2 


23%@1.0uM 


2.05 uM 






B-0163 


20.0% ©lO.OuM 


10.0% @1.0uM 






B-0164 


37.0% @10.0uM 


20.0% @1.0uM 






B-0165 


70.0% ©lO.OuM 


19.0% @1.0uM 






B-0166 


45.0% ©lO.OuM 


37,0% @1.0uM 






B-0167 


40.0% @1.0uM 


37.0% @1-0uM 






B-0168 


44%@1.0uM 


2.36 uM 
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Example* 


IC50,uM or % 
inhib^conc. (uM) 


IJ9a7 Cell IC50 uM 

or . % 
inhtb^conc. (uM) 


Mouse LPS Model % 
TNF inhib ® dose 
dpredose time 


Rat LPS Model % 
inhIb @dose 
Gpredose time 


B-0169 


43.0% ei.OuM 


21.0% @1.0uM 






B-0170 


43.0% @1.0uM 


30.0% @1.0uM 






B-0171 


61.0% eiO.OuM 


21.0% dl.OuM 






8-0172 


16.0% @10.0uM 


11.0% @1.0uM 






B-0173 


33.0% @10.0uM 


48.0% @1.0uM 






B-0174 


54.0% @10.0uM 


43.0% @1.0uM 






B-0175 


41.0% @10.0uM 


31.0% @1.0uM 






B-0176 


50.0% @1.0uM 


30.0% dl.OuM 






B-0177 


70.0% eiO.OuM 


27.0% dl.OuM 






B-0178 


12.0% @10.0uM 


35.0% ei.OuM 






B-017g 


27.0% ©lO.OuM 


37.0% @1.0uM 






B-0180 


34.0% @10.0uM 


23.0% @1.0uM 






B-0181 


5.0%@1.0uM 


2.0% @1.0uM 






B-0182 


39.0% @10.0uM 


40.0% @1.0uM 






B*0183 


12.0% @10.0uM 


34.0% @1.0uM 






B-0184 


66.0% ©lO.OuM 


17.0% @1.0uM 






B-0185 


65.0% ©lO.OuM 


25.0% @1.0uM 






B-0186 


40.0% @1.0uM 


25.0% @1.0uM 






B-0187 


4.0% ©lO.OuM 


14.0% @1.0uM 






B-0188 


70.0% @10.0uM 


35.0% @1.0uM 






B-0169 


42.0% ©lO.OuM 


9.0% dl.OuM 






B-0190 


59.0% @10.0uM 


31.0% dl.OuM 






B-0191 


40.0% ^I.OuM 


29.0% @1.0uM 






B-0192 


12.0% @10.0uM 


47.0% dl.OuM 






B-0193 


0.54 uM 


6%@1.0uM 






B0194 


1.31 uM 


22%@1.0uM 






B-0195 


1.03 uM 


55%@1.0uM 






B-0196 


2.24 uM 


>1.0uM 






B-0197 


2.0 uM 


14%@1.0uM 






B-0198 


1,2 uM 


2%@l.uUIVI 






B-0199 


1.34 uM 


3%@1.0uM 






B-0200 


1.31 uM 


16%@1.0uM 






B-0201 


0.29 uM 


59%@1.0uM 






B-0202 


0.55 uM 


2.26 uM 






B-0203 


0.16 uM 


65%@1.0uM 






B-0204 


0.21 uM 


48%@1.0uM 






B-0205 


0.096 uM 


54%@1.0uM 






B-0206 


5.76 uM 


14%@1.0uM 






B-0207 


0.12 uM 


52%®1.0uM 






B-0208 


0.067 uM 


>1.0uM 






B-0209 


0.29 uM 


8%@1.0uM 






B-0210 


0.057 uM 


67%@1.0uM 
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PCTAJS98/ia436 





P38 alpha kinase 


U937 Cell IC50,uM 


Mouse LPS Model % 


Rat LPS Model % 




IC50.UM or% 


or % 


TNF Inhib @ dose 


inhtb @dose 




inhib^conc. (uM) 


Inhibi&conc. (uM) 


@predose time 


©predose time 


Example# 










B-0211 


0.25 uM 


30%@1.0uM 






B-0212 


0.12 uM 


28%@1.0uM 






B-0213 


0.31 uM 


39%@1.0uM 






B-0214 


0.16 uM 


50%@1.0uM 






B-0215 


0.11 uM 


51%@1.0uM 






B-0216 


0.56 uM 


>1 .OuM 






B-0217 


0.55 uM 


>1 .OuM 






B-0218 


0.53 uM 


18%@1.0uM 






B-0219 


0.91 uM 


18%@1.0uM 






B-0220 


0.13 uM 


40%@1.0uM 






B-0221 


2.4 uM 


>1.0uM 






B-0222 


0.4uM 


29.0%@1.0uM 






B-0223 


0.2uM 


1.0%@1.0uM 






B-0224 


<0.1 uM 


93.0%@1 .OuM 






B-0225 


0.047UM 


nay jSSi.^ n. 

37.0% @ 1 .Ou M 






B-0226 


0.074 uM 


20.0% @ 1 .OuM 






B-0227 


0.045UM 


1.0%@1.0UM 






B-0228 


0.1 5uM 


44.0%® 1 .OuM 






B-0229 


<0.1uM 


61 .0%@ 1 .OUM 






B-0230 


0.041 UM 


m AO/ AaiHJI 

30.0%® 1 .OUM 






B-0231 


O.OOOLIM 


4U.U% 1 .UUM 






B-0232 


0.04oUM 


0>l /lO/ /At 4 /\aillJI 

24.0%® 1 .OUM 






B-0233 


0.090UIVI 


43.U%® 1 .UUM 






B-0234 


O.l lUM 


CO no/ n>allJI 

00.0%® 1 .OUM 






B-0235 


1 .31 UM 


e%f\ no/ naaRJl 
90.U%® 1 .OUM 






B-0236 


0.077UM 


>tC no/ /S>tM naallA 

4o.O% @ 1 .OUM 






B-0237 


0.13uM 


cn no/ /59k H naahJi 
oO.O%® 1 .OUM 






B-0238 


0.47uM 


on no/ /At 4 naaikfl 
o2.0%@ 1 .OUM 






B-0239 


5.73uM 


Oil no/ na.iiA 
84.0%® 1 .OUM 






B-0240 




7n0o/,01 OuM 






B-0241 


O.luM 


45.0%@1.0uM 






B-0242 


<0.1uM 


78.0% @1. OuM 






B-0243 


0.039UM 


53.0%@1.0uM 






B-0244 


0.02uM 


67.0%@1.0uM 






B-0245 


0.13uM 


24,0%@1.0uM 






B-0246 


<0-1uM 


>1.0uM 






B-0247 


0.082UM 


75.0% @1. OuM 






B-0248 


<0.1uM 


1 1.0%® 1. OuM 






B-0249 


<0.1uM 


75.0%@1.0uM 






B-0250 


0.28uM 


36.0%@1.0uM 






B-0251 


0.31 uM 


1.0%@1.0uM 






B-0252 


0.041 uM 


54.0%@1.0uM 
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PCT/US98/1P436 





P38 alpha kinase 


U937 Cell ICSO.uM 


Mouse LPS Model % 


Rat LPS Model % 




ICSO.uM or % 


or % 


TNF inhib ^ dose 


Inhib ®dose 




tnhlb^conc. (uM) 


Inhlb^conc. (uM) 


^predose time 


®predose time 






74 0%@1 OuM 








0.12uM 










VaO IVI 










<0.1uM 


8B 0%@1 OuM 








1 .71 uM 


11 0%@1 OuM 








0 37uM 


63 0%@1 OuM 








0 35uM 


58 0%@1 OuM 








0 56uM 

Wsv^WU l¥l 


23 0%@1 OuM 






D-U^D 1 


0 4duM 


23 0%<&1.0uM 








0.41 uM 


89 0%@1 OuM 








0 62uM 


64.0% @1. OuM 






P flOOi 


0.14uM 


18.0%@1.0uM 








0 92uM 


24.0%® 1. OuM 








0 25uM 


24 0%@1 OuM 








0.48uM 


11.0%@1.0uM 








3.39uM 


19.0%@1.0uM 








9.81 uM 


19.0%@1.0uM 








5.79uM 


13.0%@1.0uM 






R-n^7i 


7.55uM 


12.0%@1.0uM 






R-nOT9 


I.SIuM 


48.0%@1.0uM 






o~v^ r o 


5.03uM 


13.0%@1.0uM 






B-0274 


2.68uM 


25.0%@1.0uM 






B-0275 


2.67uM 


33.0% @1. OuM 






B-0276 


1 .25uM 


26.0% @1. OuM 






B-02T7 


O.SSuM 


34.0% @1. OuM 






B-0278 


1 .26uM 


36.0%@1.0uM 






B-0279 


1.39uM 


33.0%@1.0uM 








0.86uM 


18.0%@1.0uM 






6-0281 


7.37uM 


24.0%@1.0uM 






B-0282 


0.75uM 


38.0%@1.0uM 






B-0283 


6.66uM 


29.0%@1.0uM 






B-0284 


0.083UM 


65.0%@1.0uM 






B-0285 


4.57UIVI 


29.0%@1.0uM 






B-0286 


D.33UM 


50.0% @1. OuM 






B-0287 


4.0uM 


22.0%@1.0uM 






B-0288 


4.46uM 


26.0%@1.0uM 






B-0289 


O.ISuM 


55.0% @1. OuM 






B-0290 


0.66UM 


44.0%@1.0uM 






B-0291 


1.33uM 


20.0%@1.0uM 






B-0292 


0.22uM 


28.0%@1.0uM 






B-0293 


0.66UM 


53.0%@1.0uM 






B-0294 


0.68uM 


45.0%@1.0uM 
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P38 alpha kinase 


U937 Cell IC50,uM 


Mouse LPS Model % 


Rat LPS Model % 




ICSO.uM or % 


or % 


TNF Inhib ® dose 


Inhib @dose 




inh[b@conc. (uM) 


inhib@conc. (uM) 


@predose time 


Gpredose time 












B-0295 


0.82uM 


45.0%@1.0uM 






B-0296 


8.03uM 


36.0%@1.0uM 






B-0297 


0.78uM 


30.0%@1.0uM 






B-0298 


0.58uM 


48.0%@1.0uM 






B-0299 


0.87uM 


54.0%@1.0uM 






B-0300 


0.78UM 


32.0%@1.0uM 






B-0301 


0.19UM 


50.0%@1.0uM 






B-0302 


4.02UM 


24.0%@1.0uM 






B-0303 


0.22uM 


10.0%@1.0uM 






B-0304 


0.56uM 


28.0%@1.0uM 






B-0305 










B-0306 










B-0307 










B-0308 










B-^309 










B-0310 










B-031 1 










B-0312 










B-031 3 










B-031 4 










B-031 5 










B-031 6 










B-031 7 










B-031 8 










B-031 9 










B-0320 










B-0321 










B-0322 










B-0323 










B-0324 










B-0325 










B-0326 










B-0327 










B-0328 










B-0329 










B-0330 










B-0331 










B-0332 










B-0333 










B-0334 










B-0335 










B-0336 
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Example# 


P38 alphs kinase 

IC50,uM or % 
lnhib@conc. (uM) 


U937 Cell IC50,uM 

or % 
inhib^conc. (uM) 


Mouse LPS Model % 
TNF inhib ® dose 
®predose time 


Rat LPS Model % 
inhib ®d08e 
@predose time 


B-0337 










B-0338 










B-0339 










B-O340 










B-0341 










B-0342 










B-0343 










B-0344 










B-0345 










B-0346 










B-0347 










B-0348 










B-0349 










B-0350 










B-0351 










B-0352 










B-0353 


1 .37uM 


55%@ I.OuM 






B-0354 


I.OuM 


0.66uM 


51%@30mpK49-on 


o4%^ 3nnpK^-4n 


B-0355 


0.75uM 


40.0%#1.0uM 






B-0356 


0.66uM 


24.0%91.0uM 






B-0357 


1.46uM 


0.66uM 






B-0358 


0.37uM 


17-0%@1.0uM 






B-0359 


0.45uM 


47.0% @ 1 .Ou M 






B-0360 


1.6uM 


19.0%@1.0uM 






B-0361 


0.33uM 


4o.0%@ I.OuM 






B-0362 


0.52uM 


A'V AO/ H n.allil 

27.0%® I.OuM 






B-0363 


4.67uM 


AC? AO/ /S9k 4 Aa.HJI 

25.0%@ I.OuM 






B-0364 


1 .44uM 


A^ AO/ AaaRJI 

27.0%@ 1 .OUm 






B-0365 


0.96uM 


A^ AO/ 4 n.aftx 

27.0%@ I.OuM 






B-0365 


n 7itiui 








B-0367 


1.0uM 


23.0%® I.OuM 






B-0368 


I.OuM 


0.64uM 


37%@30mpk®-6h 




B-0369 


0.16UM 


57.0%® I.OuM 






B-0370 


0.65UM 


28.0%® I.OuM 






B-0371 


0.49uM 


28.0%® I.OuM 






B-0372 


0.35uM 


29.0%® I.OuM 






B-0373 


0.45uM 


18.0%® I.OuM 






B-0374 


1.38UM 


12.0%® I.OuM 






B-0375 


I.OuM 


19.0%@1-OuM 






B-0376 


2.99uM 


12.0%® I.OuM 






B-0377 


1.29uM 


36.0%® I.OuM 






B-0378 


1.1 uM 


36.0%® I.OuM 
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roo aipnei Kinasa 


1 r^ii iiM 




net I 0 IVIUUt7l /9 




IC50,uM or % 


or % 


TNF Inhib @ dose 


inhib @dose 


Example# 


inhib@conc. (uM) 


inhlb@conc. (uM) 


^predose time 


@predose time 


B-0379 


0.53UM 


24.0%@1.0uM 






6-0380 


1.41UM 


32.0%@1.0uM 






B-0381 


0.22uM 


47.0%@1.0uM 






B-0382 


0.41 uM 


32.0%@1.0uM 






B-0383 


1.43UM 


10.0%@1.0uM 






B-0384 


4.02UM 


16.0%®1.0uM 






B-0385 


0.057uM 


0.9uM 


30%@30mpk@-6h 


0%@3mpk@-4h 


B-0386 


0.13uM 


54.0%@1.0uM 






B-0387 


0.41 uM 


52.0%@1.0uM 






B-0388 


<0,1uM 


36.0%@1.0uM 






B-0389 


0.01 uM 


O.OSuM 




62%@3mpk@-4h 


B-0390 


0.089UM 


55.0%@1.0uM 






B-0391 


0.86uM 


18.0%@1.0uM 






B-0392 


0.1 3uM 


57.0%@1.0uM 






B-0393 


0.043uM 


66.0%@1.0uM 






B-0394 


0.1 3uM 


45.0%@1.0uM 






B-0395 


0.087UM 


48.0%@1.0uM 






B-0396 


0.097uM 


0.44uM 






B-0397 


0.1 7uM 


41.0%@1.0uM 






B-0398 


0.054UM 


66.0%@1.0uM 






B-0399 


0.1 4uM 


39.0%@1.0uM 






B-0400 


0.1 6uM 


25.0%@1.0uM 






B-0401 


0.46uM 


52.0%@1.0uM 






B-0402 


0.1 4uM 


1.51uM 






B-0403 


1.77UM 


2.42uM 






B-0404 


0.31 uM 


48.0%@1.0uM 






B-0405 


0.79uM 


30.0%@1.0uM 






B-0406 


0.54UM 


35.0%@1.0uM 






B-0407 


0.76uM 


27.0%(@1.0uM 






B-0408 


0.5uM 


50.0%@1.0uM 






B-0409 


0.53uM 


30.0%®1,0uM 






B-0410 


0.38uM 


44.0%@1.0uM 






B-0411 


0.62UM 


50.0%@1.0uM 






B-0412 


0.24uM 


48.0%@1.0uM 






B-0413 


0.1 8uM 


55.0%<&1.0uM 






B-0414 


2.54uM 


25.0%@1.0uM 






B-0415 


0.42UM 


43.0%@1.0uM 






B-0416 


0.32uM 


34.0%@1.0uM 






B-0417 


0.91 uM 


28.0%@1.0uM 






B-0418 


0.22uM 


27.0%@1.0uM 






B-0419 


0.85uM 


41.0%21.0uM 






B-0420 


0.83uM 


49.0%@1.0uM 
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P38 sipha kinase 


U937 Cell IC50,uM 


Mouse LPS Model % 


Rat LPS Model % 




IC50.UM or % 


or % 


TNF inhib @ dose 


inhib @dose 


Exampte# 


inhlb^conc. (uM) 


lnhib@conc. (uM) 


@predose time 


Qpredose time 


B-0421 


0.46uM 


57.0%@1.0uM 






B-0422 


<0.1uM 


40.0%@1.0uM 






B-0423 


0.1 BuM 


33.0%@1.0uM 






B-0424 


0.083uM 


32.0%®1.0uM 






B-0425 


0.26uM 


54.0%&1.0uM 






B-0426 


0.055uM 


0.74uM 




41%<&3mpk@-4h 


B-0427 


0.63uM 


39.0%@1.0uM 






B-0428 


0.99uM 


27.0%@1.0uM 






6-0429 


0.27uM 


45.0%^1.0uM 






B-0430 


0.29uM 


75.0%@1.0uM 






B-0431 


0.21 uM 


64.0%®1.0uM 






B-0432 


<0.1uM 


89.0%@1.DuM 






B-0433 


<0.1uM 


92.0%@1.0uM 






B-0434 


0.1 2uM 


65.0%@1.0uM 






B-0435 


O.SuM 


61 .0%@1.0uM 






B-0436 


l.lluM 


71 .0%@1.0uM 






B-0437 


0.58uM 


59.0%@1.0uM 






B-0438 


<0.1 uM 


91.0%@1.0uM 






B-0439 


2.1 2uM 


65.0%@1.0uM 






B-0440 


0.66UM 


63.0%@1.0UM 






B-0441 


O.SuM 


58.0%@1.0uM 






B-0442 


<0.1 uM 


91.0%@1.0uM 






B-0443 


2.01 uM 


71.0%@1.0uM 






B-0444 


1 .01 uM 


5 i.0%@1.0Ulyl 






B-0445 


<0.1 uM 


83.0%@1.0uM 






B-0446 


0.78uM 


80.0%@1.0uM 






B-0447 


0.19uM 


71 .0%@1.0uM 






B-0448 


0.4uM 


no/ 4 n>_M> 

79.0%@1.0uM 






B-0449 


0.83uM 


8l.0%@1.0uM 






B-0450 


U.^DUIVI 








B-0451 


0,071 uM 


83.0%@1.0uM 


42%@30mpk@-6h 




B-0452 


0.7uM 


75.0%@1.0uM 






B-0453 


0.47UM 


75.0%@1.0uM 






B-0454 


0.1 luM 


80.0%@1.0uM 






B-0455 


<0.1uM 


95.0%@1.0uM 




36%@3mpk%-4h 


B-0456 


1.81uM 


67.0%@1.0uM 






B-0457 


0.0d9uM 


81.0%@1.0uM 






B-0458 


0.033uM 


70.0%@1.0uM 






B-0459 


0.099UM 


76.0%@1.0uM 






B-0460 


0.061 uM 


92,0%@1.0uM 






B-0461 


0.025uM 


96.0%@1.0uM 






B-0462 


<0.1uM 


97.0%@1.0uM 
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P38 alph3 kinase 


U937 Cell IC50,uM 


Mouse LPS Model % 


Rat LPS Modal 




lC50,uM or % 


or % 


TNF Inhib @ dose 


inhib ddose 


Example# 


{nhibdconc. (uM) 


inhibdconc. (uM) 


dpredose time 


dpredose time 


B-0463 


0.052UM 


95.0%@1.0uM 






B-0464 


<0.1uM 


91.0%@1.0uM 






B-0465 


0.0a4uM 


98.0%@1.0uM 






B-0466 


<0.1uM 


98.0%@1.0uM 




0%d3mpkd-4h 


B-0467 


<0.1uM 


77.0%@1.0uM 






B-0468 


0.031 uM 


93.0%@1.0uM 






B-0469 


0.056UM 


92.0%@1.0uM 






B-0470 


0.063UM 


92.0%@1.0uM 






B-0471 


0.027UM 


97.0%@1.0uM 






B-0472 


0.1 9uM 


54.0%@1.0uM 






B-0473 


0.004UM 


95.0%@1.0uM 






B-0474 


0.024UM 


86.0%@1.0uM 






B-0475 


0.21 uM 


74.0%@1.0uM 






B-0476 


0.56uM 


69.0%@1.0uM 






B-0477 


1.48uM 


96.0%@1.0uM 






B-0478 


0.034uM 


87.0%@1.0uM 






B-0479 


0.031 uM 


90.0%®1.0uM 




15%d3mpkd-4h 


B-0480 


0.1 2uM 


88.0%d1.OuM 






B-0481 


0.01 4uM 


95.0%@1.0uM 




56%d3mpkd-4h 


B-0482 


0.97uM 


68.0%®1.0uM 






B-0483 


0.57uM 


68.0%@1.0uM 






B-0484 


0.28uM 


62.0%d1.OuM 






B-0485 


0.04uM 


95.0%@1.0uM 






B-0486 


0.24uM 


80.0%@1.0uM 






B-0487 


O.lluM 


89.0%@1.0uM 




54%d3mpkd-4h 


B-0488 


0.62uM 


88.0%@1.0uM 






6-0489 


O.SuM 


80.0%d1.0uM 






B-0490 


0.91 uM 


74.0%@1.0uM 






B-0491 


0.43uM 


66.0%@1.0uM 






B-0492 


0.069UM 


42.0%%? 1 .OUM 






B-0493 


0.3uM 


36.0%@1.0uM 






B-0494 


0.13uM 


30.0%d1.0uM 






B-0495 


0.12uM 


25.0%@1.0uM 






B-0496 


0.83uM 


16.0%@1.0uM 






B-0497 


0.44uM 


31.0%@1.0uM 






B-0498 


0.33uM 


11,0%@1.0uM 






B-0499 


0.39uM 


37.0%@1.0uM 






B-0500 


0.26uM 


41.0%d1.0uM 






B-0501 


0.049UM 


52.0%d1.OuM 






B-0502 


0.065UM 


48.0%d1.0uM 






B-0503 


0.16UM 


73.0%d1.0uM 






B-0504 


0.4uM 


43.0%d1.0uM 
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roo aipna Kiiiase 




Mouse LPS Model % 


Rat LPS Model % 




lC50,uM or % 


or % 


TNF Inhib ^ dose 


inhib @dose 




inhib^conc. (uM) 


inhib@conc. (uM) 


^predose time 


epredose time 


Example# 










B-0505 


0.28UM 


44.0%@1.0uM 






B-0506 


0.94uM 


43.0%@1.0uM 






B-0507 


0.18UM 


75.0%@1.0uM 






B-0508 


2.0UM 


48.0%@1.0uM 






B-0509 


0.1 uM 


86.0%@1.0uM 






B-0510 


0.69uM 


61.0%@1.0uM 






B-0511 


0.007uM 


90.0%@1.0uM 






B-0512 


1.0uM 


53.0%@1.0uM 






B-0513 


0.72UM 


52.0%@1.0uM 






B-0514 


0.14uM 


87.0%@1.0uM 






B-0515 


0.42uM 


61.0%@1.0uM 






B-0516 


0.37uM 


84.0%@1.0uM 






B-0517 


0.094UM 


52.0%@1.0uM 






B-0518 


0.1 luM 


64.0%@1.0uM 






B-0519 


0.043UM 


87.0%@1.0uM 






B-0520 


0.4uM 


67.0%@1.0uM 






B-0521 


1 .37uM 








B-0522 


0.1 SuM . 


75.0%® 1 .UUM 






B-0523 


0.1 9uM 


83.0%^ 1. OuM 






B-0524 


0.4uM 


77.0%@1.0uM 






B-0S25 


0.1 6uM 


76.0%@1.0uM 








0.031 uM 


87.0%@1.0uM 






B-0527 


1 .Vl9UIVI 


OO.VI /OHdr 1 aUUIVI 






B-0528 


0.1 4uM 


70.0%@1.0uM 






B-0529 


0.1 luM 


73.0%@1.0uM 






B-0530 


5.53uM 


45.0%@1.0uM 






B-0531 


O.SuM 


48.0% @1. OuM 






B-0532 


0.45uM 


I.OIuM 


41%@30nripk@-6h 




B-0533 


1.23UM 


47.0%@1.0uM 






B-0534 


0.41uM 


54.0% @1. OuM 






B-0535 


0.44uM 


0.87uM 






B-0536 


0.46UM 


0.15uM 






B-0537 


3.44UM 


51.0%@1.0uM 






B-0538 


1.13UM 


45.0%@1.0uM 






B-0539 


2.84uM 


21.0%@1.0uM 






B-0540 


3.62UM 


54.0%@1.0uM 






B-0541 


3.24uM 


28.0% @1. OuM 






B-0542 


1 .55uM 


50.0%@1.0uM 






B-0543 


1.56UM 


43.0%@1.0uM 






B-0544 


1.12uM 


27.0% @1. OuM 






B-0545 


1.06uM 


41.0%@1.0uM 






B-0546 


1.04uM 


18.0%@1.0uM 






B-0547 


1.24UM 


21.0%@1.0uM 






B-054S 


1.77UM 


28.0%@1.0uM 






B-0549 


2.22uM 


22.0%@1.0uM 
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P38 alpha kinase 


U937 Cell IC50,uM 


Mouse LPS Model % 


Rat LPS Model % 




IC50,uM or % 


or % 


TNF Inhib ® dose 


inhib @dose 




inhIb@conc. (uM) 


inhib^conc. (uM) 


@predo8e lime 


^predose time 


Example# 










B-0550 


2.4 I UM 


l4.Uvo® 1 .OUM 






B-0551 


1.08uM 


cc no/ iRk-t nasHJi 






B-0552 


O. i3UM 


AC no/ iS9i-i naaU 

4o.U%<iSr 1 .UUM 






B-0553 


1.44uM 


no/ /!9l 4 naaKA 






B-0554 


2.58uM 


on no/ naaBM 
20.0%<9 1 .OUM 






B-0555 


i.o/UM 


o>i no/ /Ri •« n>aKA 
o4.U /a^ 1 .OUM 






B-0556 


0.49uM 


OO no/ £9l 4 naaftN 

o9.U%@ 1 .UUM 






B-0557 


1 .37uM 


OO no/ /!9t4 naaBJ 

32.U7bQ3? 1 .OU M 






B-0558 


0.85liM 


no/ naaRA 
33.U%%P 1 .OUM 






B-0559 


O.OOUM 


>m no/ iC7k4 naiM 
49.07^^1 .OUM 






B-0560 


2.57uM 


04 no/ i!3k4 naaftM 

3l -U%«? 1 .OUM 






B-0561 


2.07Ulvl 


Ar% no/ /Rk-i naaftfl 
4U.U7^^ 1 .OUM 






B-0562 


0.Z2UM 


U.oUM 




o%@onnpK^-4n 


B-0563 


O. loUM 


U. loUM 






B-0564 


0.02UM 


coo/ tf9t^ riva&JI 

OO vb <8f 1 .OUM 






B-0565 




U.OilUM 






B-0566 


<U.l UM 


U. 1 r Um 




uvfe *f o rn p K ^ n 


B-0567 


U.l 4UM 


n oftitim 

U.^OUIVI 






B-0568 


1 OOtiUI 
1 .^^UM 








B-0569 


U. loUM 








B-0570 


0.27uM 


46.0%@1.0uM 






B-0571 


0.38uM 


44.0%@1.0uM 






B-0572 


0.27uM 


41.0%@1.0uM 






B-0573 


0.36uM 


1.7uM 






B-0574 


0.13uM 


0.66uM 




37%@3mpk@-4h 


B-0575 


0.032uM 


0.17uM 






B-0576 


0.O68uM 


0.39uM 




65%@3mpk@-4h 


B-0577 


0.091 uM 


66.0%@1.0uM 






B-0578 


1.88uM 


47.0%@1.0uM 






B-0579 


O.lluM 


79.0%@1.0uM 






B-0580 


2.23UM 


0.84uM 






B-0581 


0.26uM 


2.17UM 






B-0582 


1.03uM 


37.0%@1.0uM 






B-0583 


3.93uM 


26.0%@1.0uM 






B-0584 


0.66UM 


54.0%@1.0uM 






B-0585 


0.83UM 


79.0%@1.0uM 


50%<&30mpk@*6h 




B'0586 


0.81 uM 


51.0%@1.0uM 






B-0587 


6.84uM 


38%@1.0uM 






B-0588 


12.8UM 


42%@1.0uM 






B-0589 


1-71uM 


42%@1.0uM 






B-0590 


1.57uM 


38.0UM 






B-0591 


3.59UM 


29.0%(&1.0uM 






B-0592 


1.62UM 


45.0%@1.0uM 






B-0593 


1.22uM 


36.0%@1.0uM 






6-0594 




41.0%@1.0uM 






B.0595 


2.42uM 


22.0%@1.0uM 






B-0596 


20.0uM 


41.0%@1,0uM 






B-0597 


1.68uM 


63.0%@1.0uM 






B-0598 


2.12UM 


50.0%@1.0uM 
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P38 alpha kinase 


U937 Cell IC50,uM 


Mouse LPS Model % 


Rat LPS Model % 




IC50,uM or % 


or % 


TNF Inhtb © dose 


InhiD @dose 




Inhlb^conc. (uM) 


inhib@conc. (uM) 


©predose time 


@predose time 


Example# 










B-059d 


4. idUIvI 


o 1 no/ ffft -f na ■ 
^1 .U /o^ 1 .UUIvl 






B-0600 




OQ no/ 4 nuM 






B-0601 


U.Uo9IJM 


1 .OlUM 




/e^irornpiV '/o*^ii 


B-0602 


0.97uM 


ol .(1% %P 1 .UUIvl 






B-0603 


0.09uM 








B-0604 


0.3UM 


on no/ /^-t naaRJi 






B-0605 


0.18uM 


A T no/ iffTk 4 n* ■ im 
4/.U%<ff 1 .UUM 






8-0606 


0.17uM 


CO no/ AaiU 

5o.U vb® 1 .UUM 






6-0607 


2.79uM 


7n no/ £9l 4 Aaaftil 

70.U%«f 1 .UUM 






6-0608 


0.059UM 


TO no/ iOk ^ Aa a ftJI 

73 .0% OS 1 .OU M 






B-0609 


<0.1uM 


o*T no/ •< naakii 
o7.0%® 1 .UUM 






B-0610 


<0.1UM 


OO no/ i69i4 AialUI 

oo.U^vGP 1 .UUM 






B-0611 


0.65uM 


cn no/ AaaKA 

dO.O^QGP 1 .UUM 






B-0612 


U.IOUM 


An no/ niaim 

DU.U>o<9? 1 .UUM 






B-061 3 


f\ ^ •v. m»M 


no/ fft^ ffeitim 






B-0614 


0.7dUIvi 


7n no/ OiiUi 
r U.U /o^ 1 .UUm 




no/. O rwa^U- _ii K 
U /O V Olllf</l\^49r~HI 1 


6*0615 


O.OoUIVI 


no/ ffh^ AibM 
oo.U vo^ 1 .UUM 






B-0616 


U.ooUM 


fi*7 no/ /S9%-i AiilUi 






B-Uol / 


U.U40UIVI 








D-oo Its 


U.o/UIVI 


OU.U vo W 1 .UUM 






o-Ool9 


<U. 1 UIVI 


OO.Uvo w 1 .UUM 








1 .DsfUIVI 


OO.l//o^ laUUIVI 








U.aSDUIVI 


OO.vlvo^ 1. UUIvl 








U.U/DUEVI 


fO.UvoW 1 aUUM 






t-> oeoo 


U.l^UIVI 


/ 0.U7»^ 1 .UUM 








U.U09UIVI 


0*taU /o^ 1 .UUM 








U.U^lOUIVI 


OO.U /O^ 1 .UUIVl 








<U. 1 Um 


09.U /o^ 1 .UUM 










09.Uvo^ 1 .UUIVl 








w.Uj£OUIVI 


/ ^aU /O'Sf 1 •UUIVl 










7Q f\*>A^0>'i niiiui 

/OHaf 1 .UUIVl 








U.UDulVi 


/ / .U /O^ 1 .UUIVl 








U.UDOUIVI 


R1 noA<a>i ntiM 

D 1 .U /o^tSf 1 .UUIVl 






6-0632 


<0.1uM 


79.0%@1.0uM 






B-0633 


0.6UM 


80.0%@1.0uM 






6-0634 


0.6uM 


40.0%d1.0uM 






B-0635 


O.ISuM 


55.0%®1.0uM 






B-0636 


<0.1uM 


86.0%@1.0uM 






6-0637 


0.11 uM 


92.0%@1.0uM 






B-0638 


0.25UM 


89.0%@1.0uM 






B-0639 


0.051 uM 


93.0%@1.0uM 




50%@3mpk@-4h 


B-0640 ^ 


0.36uM 


94,0%@1.0uM 






B-0641 


0.58uM 


65.0%@1.0uM 






B-0642 


0.49uM 


90.0%@1.0uM 






B-0643 


0.069uM 


85.0%@1.0uM 




0%@3mplc@-4h 


6-0644 


0.058UM 


89.0%@1.0uM 






B-0645 


0.58uM 


80.0%@1.0uM 






B-0646 


0.26uM 


94.0%@1.0uM 






B-0647 


1.61 uM 


76.0%@1.0uM 
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P38 alpha kinase 


U937 Cell ICoO^uM 


Mouse LPS Model % 


Rat LPS Model % 




lC5U,UM or % 


or % 


TNF inhiD @ dose. 


Inhib @dose 


C w A rv\ n 1 


inniD@conc. (uM) 


inhlb@conc. (uM) 


.@predose time 


^predose time 


P_ftCylQ 


<tl. 1 UlVI 


AO/ 10) -1 Ai 1 lk>l 








U.OOUiVI 


AO/ ran All mi 








U.LIUOIJIVI 


AO/ -1 Aiiim 




OO/ /AOvMni^/?9t >ll« 

O 7b ® O m P K <iEP -*i n 


D'^Ow 1 


i 7ftiiM 
1 . r OUIVl 


Ai AO/ /Sti All ml 
O 1 .ti /o^ 1 .UUM 








U.l sfUIVI 


A'S AO/ /St-I AiiflJI 
OO.U /s^l .UUM 








^.U 1 UlVI 


7A AO/ ^1 Aiiim 
/ H.U /o>fy 1 .UUM 










7 A AO/ /ntl AiiKJI 
r O.U v%>^ 1 .UUM 








1 .^OU iVI 


7 A AO/ ^-f AiiM 
/D.U /otSr 1 .UUM 






D— VJOOO 


A rin7iiiui 


QC: AO/ /St-f AiiRJI 
zjO.Uvo^ 1 .UUM 




^o7b ^ oin p K <IEP -4 n 




l/.l f UIV1 


A*) AO/ /Sff AifllUI 
OO.U /o^ 1 .UUM 








I.14UIVI 


Q-1 no/ niaiiJi 










A7 AO/ iSt-i Aitim 
Of .U /o^ 1 .UUM 






o*uoou 


U.UooUM 


do AO/ rhiihii 
9^.U /offfl .UUM 






D~VDO 1 


i iiM 


OA AOA^'l Aiiltil 
9U.U 1 .UUM 








<U.l UlVi 


QC f|<V <a>i AitRJI 
oO.Uve^ 1 .UUM 








U.OoUIVI 


7ii nojLOi^ Alt mi 
f HtV /o ^ 1 .UU M 








A ^QiaM 
U.09UIVI 


A A AOA^i AtiM 
oU.U /o^l .UUM 








U.4r UlVI 


/ ^.U 1 .UUM 








n i7iiM 


7^% no/. (3)1 AiiM" 






B-0667 














7A A^^i fliiM 










0*9m\I /O W 1 .UUIVI 






B-0670 


O* I9UIVI 


O^. U /O ^ 1 .UU [VI 






B-0671 


C QAiiM 

VaOOU IVI 


ov.u /o*iy 1 .UUIVI 






B-0672 


0>W9UIVI 


/O V 1 .UUIVI 






B-0673 


Os9*vU IVI 


*#O.WO*cr 1 .UUIVI 






B-0674 


o AiuM 

^•O 1 U IVI 


*t^.U /Ok> ■ .UUIVI 






B-0675 


5.42uM 


O.U /O^Sar 1 sUUIVI 







B*0676 


2.09uM 


^^■U /e^ur 1 .UUIVI 






B-0677 


1.63uM 


9*; O^f^l OuM 

^9*Vf /O^csr 1 .UUIVI 






B-0678 


WaWVU IVI 


59 0%@1 OuM 

WMb.U /Oxsr 1 .UUIVI 






B-0679 


A OROufJi 

WawO^UIVi 


*f9.U /O >k» I .UUIVI 








0.42uM 


67 0^>^<S>1 OuM 

O/ >U /O^or 1 .UUIVI 






B-0681 


1.96uM 


17.0%@1.0uM 






B-0682 


0.76UM 


39.0%@1.duM 






B-0683 


13.0uM 


32.0%@1.0uM 






B-0684 


0.54uM 


68.0%@1.0uM 






B-0685 


15.4uM 


33.0%@1.0uM 






B-0686 


0.42uM 


59.0%@1.0uM 






B-0687 


lO.luM 


15.0%@1.0uM 






B-0688 


0.66uM 


58.0%@1.0uM 






B-0689 


14.6uM 


27.0%@1.0uM 






B-0690 


27.1 uM 


36.0%@1.0uM 






B-0691 


0.16UM 


48.0%@1.0uM 






B^692 


0.38UM 


29.0%@1.0uM 






B-0693 


0.39uM 


28.0%@1.0uM 






B-0694 


0.62UM 


21.0%@1.0uM 






B-0695 


0.23uM 


32.0%@1.0uM 






B-0696 


0.085UM 


35.0%@1.0uM 
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P38 alpha kinase 


11937 Cell ICSO.uM 


Mouse LPS Model % 


Rat LPS Model % 




ICSO.uM or % 


or % 


TNF inhib & dose 


inhib ®dose 


Example# 


inhib@conc. (uM) 


inhib@conc. (uM) 


@pr6dose Ume 


dpredose time 


B-0697 


0.45uM 


44.0%@ 1 .OuM 






B-0G98 


2.33uM 


43.0*7b@l .OuM 






B-0699 


0.34uM 


31 .0%@ 1 .OuM 






B-0700 


0.24uM 


56.0%@i .OuM 






B-0701 


0.39uM 


45.0%® 1 .OuM 






B-0702 


0.036UM 


39.0%® 1 .OuM 






B-0703 


0.12UM 


o9.U%<arl .OUM 






B-0704 


2.19uM 


29.0%® 1 .OuM 






B-0705 


0.44uM 


21.0%@ i.OUM 






B-0706 


0.44uM 


32.0%® 1 .OuM 






B-0707 


1.7UM 








B-0708 


2.1 uM 








B-0709 


0.84uM 








B-0710 


1.99uM 








B-0711 


1 .9911 M 








B-0712 


2.9UIVI 








D-U.r 1 o 


4.OUIV1 








D_rt^^ A 


J.r UM 










0.2UIVI 








D-UZ 1 0 


<l.oUIVi 








D-O/ 1 f 


if ^ttftii 
•t.oUIVI 










1.4UIVI 








B-07i 9 


o.4UiVI 








B-0720 


1 .oUM 








dHJ/Z 1 


o.oUIVI 










U.UZUn/l 


> 1 .OUM 








U.4f UM 










U.UoUM 


1 /.0%® 1 .UUM 


















1 •4UM 








D-07Z/ 


U.t> lUM 










ZU.UUM 








D-Ur 29 


U.Of UM 








B-0730 


.rfU U iVI 








B-0731 


0.87uM 


>1.0uM 






B-0732 


14.0UM 








B-0733 


32.0UM 








B-0734 


0.92uM 








B-0735 


I.OuM 








B-0736 


26.0UM 








B-0737 


2.6uM 








B-073B 


2.7uM 








B-0739 


4.1UM 








B-0740 


4.4uM 








B-0741 


26.0UM 








B-0742 


2.2uM 








B-0743 


1.2uM 








B-0744 


23.0uM 








B-0745 


G.OuM 
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P38 alpha kinase 


U937 Cell ICSCuM 


Mouse LPS Model % 


Rat LPS Model % 


- 


IC50.UM or% 


or % 


TNF Inhib ^ dose 


inhIb ddose 


Example# 


inhib@conc. (uM) 


inhib@conc. (uM) 


@predose time 


@predose time 


B-0746 


0.01 uM 


22.0%@1.0uM 






B-0747 


1.1uM 








B-0748 


1.2uM 








B-0749 


4.4uM 








B-0750 


0.92uM 








B-0751 


1.6uM 








B-0752 


0.33uM 








B-0753 


0.37uM 








B-0754 


0.55uM 








B-0755 


2.3uM 








B-0756 


0.94uM 








B-0757 


0.54uM 


16.0%@1.0uM 






B-0758 


1.5uM 








B-0759 


0.3uM 








B-0760 


0.01 uM 


13.0%@1.0uM 






B-0761 


<0.1uM 








B-0762 


0.1 3uM 


5.0%@1.0uM 








O.0 15UM 


1 7.0%%P 1 .UUM 






B-0764 


0.67uM - 


26.0% @ 1 .OuM 








0.3UM 


29.0%Q91 .OUM 






B-0766 


0.95uM 








H-U/o/ 


O.OoUM 








B-0768 


1.4UM 








B-0769 


12.7UM 








B-0770 


2.3uM 








D-U f / 1 


O.oUM 








B-0772 


O.SuM 








B-0773 


14.QIIM 








B-0774 


1.5uM 









B-0775 


O.OUM 


>1.0uM 






B-0776 


0.9uM 


>1.0uM 






OHI / / 7 


21 .OUM 








D-077O 


51 .OUM 








B-0779 










B-0780 


1.1uM 








B-0781 


48.0UM 








B-0782 


22.0UM 








B-0783 


8.0uM 








B-0784 


7.0uM 








B-0785 


23.0UM 








B-0786 


24.0UM 








B-0787 


1.5uM 








B-0788 


1.2uM 








B-0789 


33.0UM 








B-0790 


I.OuM 


4.0% @1. OuM 






B-0791 


0.3uM 


>1.0uM 






B-0792 


1.1 uM 








B-0793 


0.3uM 








B-0794 


2.9uM 


2.0%@1.0uM 
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P3d alpha kinase 


U937 Cell IC50,uM 


Mouse LPS Model % 


Rat LPS Model % 




IC50,uM.or% : 


or % 


TNF Inhib @ dose 


Inhib @dose 


Example# 


inhib@conc. (uM) 


lnhib@conc. (uM) 


@predose time 


@predose time 


B-0795 


1.9uM 


11.0%@1.0uM 






B-0796 


1.4UIVI 








B-0797 


1.04UM 


~ 






B-0798 


1.73UM 


• 






B-0799 


- 


>1.0uM 






B-0800 


I.OIuM 


>1.0uM 






B-0801 


0.67uM 


>1.0uM 






B-0802 


- 


>1.0uM 






B-0803 


0.057UM 


53.0%@1.0uM 






B-0804 


0.3uM 


32.0%@1.0uM 






B-0805 


0.71 uM 


>1.0uM 






B-0806 


3.28uM 


>1.0uM 






B-0807 


10.8UM 


~ 






B-0808 


3.09UM 


>1.0uM 






B-0809 


1.22uM 


7.0%@1.0uM 






B-0810 


1.11UM 


>1 .OuM 






B-0811 


2.79uM 


2.0%®1.0uM 






B-0812 


2.1 2uM 


>1.0uM 






B-0813 


3.02UM 


>1.0uM 






B-0814 




>1.0uM 






B-0815 


2.11uM 


>1 .OuM 






B-0816 


3.46uM 


>1.0uM 






B-0817 


3.07UM 


33.0%@1.0uM 






B-0818 


4.97uM 


>1 .OuM 






B-0819 


1.08uM 


>1.0uM 






B-0820 


1.64uM 


3.0% @1. OuM 






B-0821 


1.44uM 








B-0822 


1 .33uM 


• 






B-0823 


2.39uM 


^ >1.0uM 






B-0824 


3.41 uM 








B-0825 










B-0826 • 


1.74uM 








B-0827 


15.6uM 








B-0o2o 


7.9UIVI 








B-0829 


0.61 uM 


65.0%@1.0uM 






B-0830 


0.54uM 


34.0%@1.0uM 






B*0831 


0.9UIVI 


>1.0uM 






B-0832 


1.49uM 








B-0833 


0.95UM 


23.0%® 1. OuM 






B-0834 


1.25UM 








B-0d35 










B-0836 


1.24UM 








B-0837 


1.96UM 


>1.0uM 






B-0838 


S.luM 








B-0839 


4.3uM 








B-0840 


0.63uM 


47.0%@1.0uM 






B-0841 


0.32uM 


36.0%® 1. OuM 






B-0842 


0.74uM 


63.0%@1.0uM 






B-0843 


0.61 uM 


>1.0uM 
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P38 alpha kinase 


U937 Cell iCoO.UM 


Mouse LPS Model % 


Flat LPS Model % 




IC50,uM or % 


or % 


TNF inniD @ dose 


inhiD @dose 


Ex3mpl6# 


lnnib@conc. (uM) 


inhiD@conc. (uM) 


<&predose time 


@predose time 




U.4UIVI 


AO/^^1 AflilUI 
^O.U 1 .tFUM 








1 7nitiui 








B-0846. 


1 .oUM 




\ ^ 




B-0847 


u./oun/i 


^1 .U^^ 1 .UUM 








1 .DOtllVI 










1 .^OUM 










1 .0 1 UM 










A Oi itM 


A^/ AtiM 








1 .U^UM 








O o c o 




*3a AO/ ^ i Hi I M 

OOaU 1 aUU M 






o-Uoo** 




OC no/ ffh i Ai 1 M 
^O.Uyo w 1 aUUM 




















m AO/ in>1 AfliM 
OOaUvo ^ 1 aUU M 








A ORtiU 
D.^OUM 










^. 1 UM 


Atl Aox AiiM 
to.U /o'Bf 1 aUUM 








09.9UM 








D~UOOU 


oo i ■iM 
OO. 1 UIVI 








O^UOD 1 




19 nc^0>1 AiiM 








O 1 («iiM 
1 ounri 


■faU/oVar i.uunri 








n 111 iiM 

V/.O 1 UiVI 


^WaU 1 aUUIVI 










HUa /O^taf 1 aUUni 








UaDOUIVI 


**OaU /OvSf 1 awuin 






R-AftfiA 


■ aOOUM 


^OaU /O^ 1 .WUIVI 










^ 1 aUUIVI 








Oa^OU iVI 


OaU/Owr 1 a\f um 








A IQuM 


^ 1 aWUIVI 






3.QS7Q 


O* ■ OUIVI 


^ 1 aUUIVI 






B-0871 


1 •9UIVI 


-^i OuM 

^ I aUUIVI 






B-0872 


Oa 1 OUlVi 


*\ 0^&1 OuM 

OaU/O^fear 1 aUUtVI 






B-0873 




^1 OuM 






B-0874 


i Q9iilUI 


1 .UU IVI 






B^)875 


1 OUIVI 


fi%®1 OuM 

O /O^Sf 1 aUUIVI 






B-0876 


Ua09UIVI 


*>i OuM 

^ I aUUIVI 






B-0877 


1.17uM 


13.0%@1.0uM 






B-0878 


0.65UM 


19.0%@1a0uM 






B-0879 


0.87uM 


1.0%@1aOuM 






B-0880 


0.1 5uM 


40.0%@1.0uM 






B-0881 


1.36UM 


>1.0uM 






B-0882 


1a48uM 


9%@1.0uM 






B-0883 


1.06uM 


>1.0uM 






B-0884 


1.89UM 








B-0885 










B-0886 










B-0887 










B-0888 










6-0889 










B-0890 










B-0891 










B-0892 
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P38 alpha kinase 


U937 Cell ICSO.uM 


Mouse LPS Model % 


Rat LPS Model % 




ICSO.uM or % 


or % 


TNF inhib @ dose 


inhib @do8e 




inhlb^conc. (uM) 


inhib^conc. (uM) 


@predose time 


~ @predose time 


Example# 








8-0893 










B-0894 










B-0895 










B-0896 










B-0897 










B-0898 










B-0899 










B-0900 










B-0901 










B-O902 










B-0903 










B-0904 










B-0905 










B-0906 










B-0907 










B-0908 










B*ogo9 










B-0910 










B-0911 










B-0912 










B-0913 










B-0914 










B-0915 










B-0916 










B-0917 










B-0918 










B-0919 










B-0920 










B-0921 










B-0922 










B-0923 










8^0924 - 










B-0925 










B-0926 










B-0927 










B-0928 










B-0929 










B-0930 










B-0931 










B-0932 










B-0g33 


47.O%@1.0uM 


37.0%@1.0uM 






B-0934 


67.0%@1.0uM 


36.0%@1.0uM 






B-0935 


69.0%@1.0uM 


54.0%@1.0uM 






B-0936 


69.O%@1.0uM 


>1.0uM 






B-0937 


64.0%@1.0uM 


1.74uM 






B-0938 


51.0%@1.0uM 


29.0%^1.0uM 






B-0939 


78.0%@1.0uM 


14.0%@1.0uM 






B-0940 


56.0%@1.0uM 


22.0%@1.0uM 






B-0941 


81.0%@1.0uM 


25.0%@1.0uM 
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P38 alpha kinase 


■ ^aII f^cn taKJi 
U937 Cell ICoUfUM 


Mouse LPS Model % 


Dm* I DO KflAa4««l O/ 

Rat uPS Model % 




looUfUivi or /<o 


or /» 


Irir inniD v aOSe 


tnniD Hsaose 


ACII 1 1 fJtXSlf 


inhib@conc. (uM) 


inniDiiQrconc. (um^ 


©predose time 


, @predose time 


B-0942 




2 0%@1 OuM 






B-0943 




94 O^^t OuM 






6-0944 




27 0^®1 OuM 






B-0945 


Qfi 0<^i>(^1 OuM 


O Q3uM 






B-0946 


76 0*^®1 OuM 


31 0%@1 OuM 






B-0947 


RQ O^A<d1 OuM 


34 0%O1 OuM 






B-0948 


6a 0%®1 OuM 


1.81uM 






6-^949 


QO n^/k&'t OuM 


17 0%®1 OuM 








&1 0*)£>®1 OuM 


O 58uM 






B-0951 


fKO 0**A<91 OuM 


20 0*^@^1 OnM 








4^ 0%01 OuM 


21 0%^1 OuM 








63 0^®1 OuM 


25 0%®1 OuM 






B-0954 


62 0%®1 OuM 


O 52uM 








O^A®1 OuM 


O 54tiM 








56 0%<d1 OuM 


1.33uM 






B-0957 


79 0%@1 OuM 


22 0%®i DuM 








74 0%®1 OuM 


O 3&uM 

VawOU IVI 






B-0959 


83 Q%@1 OuM 


39 0%@1 OuM 






B'-0960 


48 0%® 1 OuM 


4 0%®1 OuM 






B-0961 


79 0%@1 OuM 


23 0%@1 OuM 






B'^962 


85 0%®1 OuM 


2.71 uM 






B-0963 


76 0%@1 OuM 


39 0%®1 OuM 

wv.V /O xai ■ aVUIVI 






B-0964 


94 0%@1 OuM 


5 OuM 






B-0965 


74 0%@1 OuM 


1.1uM 






B-0966 


50 0%@1 OuM 


5 0%@1 OuM 






B-0967 


80 0%®1 OuM 


29 0%®1 OuM 






B-0968 


35 0%@1 OuM 


26 0%@1 OuM 






6-0969 


63.0%@1.0uM 


35 0%@1 OuM 






B-0970 * 


76 0%@10 OuM 


0 88uM 






B-0971 


61aO%@1.0uM 


39 0%@1 OuM 






B-0972 


85.0%@1.0uM 


2 0%®1 OuM 






B-0973 


66.0% @ 1 0.OuM 


48 0%@1 OuM 






B-0974 


57.0%@ 1 .OuM 


47aO%@1 .OuM 






B-0975 


82.0%@1.0uM 


32.0%@1aOuM 






B-0976 


79.0%@1.0uM 


36.0%@1.0uM 






B-0977 


60.0%@1.0uM 


26.0%@1.0uM 






B-0978 


59.0%@1aOuM 


36.0%@1.0uM 






B-0979 


56.0%@10.0uM 


23.0%@1.0uM 






B-0980 


68.0% @1. OuM 


31.0%@1aOuM 






B-0981 


62.0%@1a0uM 


57aO%@1.0uM 






B-0982 


65.0%@1.0uM 


23.0%@1.0uM 






B-0983 


75.0%@1.0uM 


0.8uM 






B-0984 


60a0%@1.0uM 


51.0%@1.0uM 






B-0985 


86.0% @1. OuM 


0.75uM 






B-0986 


70.0% @1. OuM 


71.0%@1.0uM 






B*0987 


78a0%@1.0uM 


79a0%®1.0uM 






B-0988 


72a0%®1a0uM 


65.0%@1.0uM 






B-0989 


85.0%®!. OuM 


0a85uM 






B-0990 




26.0%@1.0uM 
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P38 alpha kinase 


1 I007 /*^nti i^cn ••m 
U937 Cell iC50,uM 


Mouse LPS Model % 


Hat Laro Moaei /o 




lC50,UM or % 


or % 


TNr inniD © close 


inniD wQose 


C A Cl n 1 |>/l Ctr 


inniD<0conc. (UM) 


inniDfGPconCa (UM; 


®predo3e time 


®preGlose time 






33 0%<&1 OuM 

0«7>V /O^Vf 1 aUUIVI 








77 (%9/i^&t OuM 

§ i *\f /OVr 1 ■WUIVI 


45 0%<d1 OuM 








67 O^OI OuM 


73 0%(^1 OuM 








V/ /9%Sr t •wUIVI 


43 0%&1 OiiM 








OOaU /O 1 aUUIVl 


14 0%<^1 OuM 










27 0%<d1 OiiM 

<C r /O^Ur 1 aUUIVI 






B-0997 


6Q Q^(S>1 OuM 

wS7*\J /OHar laUUIVI 


22 0%(S>1 OuM 








u # /o 1 aUU IVI 


25 Q%<d1 OuM 

A9*U /OHar 1 aUUIVI 






u w ^ ^ ^ 


61 0^01 OuM 

U 1 /O ■ aWU IVI 


24 0%@1 OuM 






R-1 nnn 




42 0%@1 OuM 






B'1 001 




31 0%@1 OuM 






B-1 002 


70 n%<d1 OuM 


41 0%O1 OuM 






B-1 003 


7d 0^01 OuM 


29 0%@1 OuM 






B-1 004 


79 0^®1 OuM 

r ^aV /O^tsr ■ «VVI l¥l 


45 0%@1 OuM 






B-1 005 


SB 0%®1 OuM 


23 0%@1 OuM 

■ »»aW /O ■ a WUIVI 






B-1 006 


69 0%®1 OuM 


38 0%@1 OuM 






B-1 007 


52 0%@1 OuM 


34a0%@1.0uM 






B-1 008 


54 0%@1 OuM 


23 0%@1 OuM 






B-1 009 


80 0%®1.0uM 


55aO%@1.0uM 






B-1 010 


75 0%@1 OuM 


I.OuM 






B-1 Oil 


72 0%21 OuM 


17 0%@1.0uM 






B-1 01 2 




20.0%@1.0uM 






B-1 01 3 


85 0%@1 OuM 


7 0%@1.0uM 






B-1 01 4 


88a0%@1a0uM 


20.0%@1.0uM 






B-1 01 5 


77 0%@1.0uM 


34 0%€f1 .OuM 






B-1 01 6 


58.0%@1.0uM 


10.0%@1.0uM 






B-1 01 7 


96 0%@1 OuM 


58 0%@1 OuM 






B-1 018 


88.0%@1.0uM 


34.0%<&1.0uM 






B-1 019 


82.0% @1. OuM 


66.0% @1. OuM 






B-1 020 


87.0%®1.0uM 


36.0% @1. OuM 






B-1 021 


82.0% @1. OuM 


35.0%@1.0uM 






B-1 022 


&4.0%@1.0uM 


53 0%@1 OuM 






B-1 023 


93.0%@1.0uM 


70.0%@1.0uM 






B-1 024 


89.0% @1. OuM 


57.0%@1.0uM 






B-1 025 


61.0%®1.0uM 


23.0% @1. OuM 






B-1 026 


87.0%@1.0uM 


53a0%@1.0uM 






B-1 027 _ 


58.0%@1.0uM 


18.0%@1.0uM 






B-1 028 


70aO%@1.0uM 


17.0%®1.0uM 






B-1 029 


69.0%@1.0uM 


54.0%@1.0uM 






B-1 030 


76a0%@1.0uM 


60.0% @1. OuM 






B-1 031 


69.0%@1a0uM 


42a0%@1.0uM 






B-1 032 


76.0%@1.0uM 


37,0%® 1. OuM 






B-1 033 


86.0%@1.0uM 


34aO%®1.0uM 






B-1 034 


66.0%@1.0uM 


39.0%® 1. OuM 






B-1 035 


75.0% @1. OuM 


52.0%® 1. OuM 






B-1 036 


68.0%@1.0uM 


68.0%®1a0uM 






B-1 037 




41.0%®1a0uM 






B-1 038 


57a0%@1.0uM 


0a57uM 






B-1 039 




1.33uM 
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P36 alpha kinase 


U937 Cell ICSO.uM 


Mouse LPS Model % 


Rat LPS Model % 




ICSO.uM or % 


or % 


TNF Inhib @ dose 


inhib Qdose 


Ex8mpl6# 


inhib^conc. (uM) 


lnhlb@conc. (uM) 


@predose time 


^predose time 



B-1 040 


70 no/ £91-1 /Xi.KJI 


n OOa akJI 

U;OOUM 






D-1 tJ*» 1 


/ U.U 1 .UUIvi 


/ o.U yo«P 1 ,UUM 






B-1 042 


no/ fftf^ /kaiKA 


1 O no/ 1 AaaHJ 

lZ.U%t9^ 1 .UUM 






tJ-I U4o 


no/ OaaKfl 

04 .U %y 1 .UU M 


O no/ fffiH naaKA 

o3.U7o«P 1 .UUM 






rx -4 n>f yi 

D-1 IJ**** 


AVI no/ ffh-^ f\mmtkll 


U.BoUM 






B-1 045 


'70 no/ ff9k-t naaftff 


oc no/ niahA 






0-1 u4d 


70 no/ A 4 naiRJi 


no/ naaKJ 

DO.U%<EPl .UUM 






D-1 0*»/ 


70 no/ At 1 nsallJI 

7^-U%«P 1 .UUM 


CO no/ £9^-1 naaiifl 
oo.U%& 1 .UUM 






B-1 048 


C7 no/ 4 Aa ■ ftA 

o7.U7S><ff 1 .UUM 


-in no/ nasiiJ 
1 9.U%^ 1 .UUM 






D-1 u*ia 


tiT no/ -4 ni ■ HA 
O/ .U A>^ 1 .UUM 


tzst no/ jflsi AiflM 
Do.U7«^l .UUM 






B-1 050 




n CA a aKA 

U.34UM 






B-1 051 


CO no/ niaRJi 
oo.U%tff 1 .UUM 


XHO/ iRt ^ naaftJI 

41*7o<iEP 1 .UUM 






B-1 052 


cn no/ ^99t<4 n.aftff 
o9-U% ® 1 .UU M 


' ceo/ H na a R A 

oo%® i.UUM 






D-1 U30 


'70 no/ A 4 nasftii 
/^o,U%^1 .UUM 


U.4UM 






B-1 054 


^n no/ ^9^4 naaRji 
79.U%QS 1 .UUM 


cc no/ n.iKA 

55.U% <G? 1 .UU M 






tS-1 Uod 


on no/ ^4 naaiiJi 
cSi^.Uvo^ 1 .UUM 


CO no/ nsakJi 
DO.Uvb^ 1 .UUM 






D-1 OOO 


on no/ 4 naaRff 
cS9.U%€r 1 .UUM 


n TCa allfl 

U./dUM 






D-1 UO / 


OC no/ £9)1 naaftJI 

oo.Uvo^ 1 .UUM 


U./^UM 






D-1 Ut>o 


U.OOUM 


yio no/ ^1 naaAJI 

4«5.U7o<iBr 1 .UUM 






D-1 U09 


U.loUm 


^h.Uto^I .UUM 






D-1 UoU 


n 1 1 itiui 

U.l 1 UM 


oo nc/ ^1 AaiM 
O^.U 1 .UUM 






D- 1 UO 1 


U.UoUiVI 


10 n<v ^1 Aiflim 

1 9.U vo ^ 1 .UUM 






D-1 UO^ 


<U.l UM 


oc no/ /aki nttKJi 

^D.UTO^iar 1 .UUM 






D- 1 UOO 


U. iDUlVI 


/o^ 1 .UUM 






R.I ncji 

D- 1 


U.09UIVI 


cn nOiC^i HiiM 
OU.U yo^ 1 .UUM 






R.1 flR*; 
D- 1 UD9 


n c:AiiIUI 

WaOOUIVI 


HU.U /o^ 1 .UUm 






D-1 UOO 


1 ■•M 

<u.i um 


QQ no/ ^1 nuM 

09.U /e W 1 .UUM 






R.1 nay 


1 ftiiM 
1 .OUIVl 


O^.U /ow 1 .VrUIVI 






D- 1 UOO 


U.40UIVI 


OA no/ ^1 riiiM 

^^.U 1 aUUM 






B-1 069 




97 noA0>1 HiiM 






R-1 n7n 

O- 1 u # u 




*T**.U /o^taf 1 aUUIVl 






R-1 071 

D- 1 U/ 1 


w-n iiiM 


n^(&>i niiiu 






R-1 

D- l\Ji ^ 


U.OOUIVI 


«.O.U /O^tsf 1 .UUIVI 






B-1 073 


<0.1uM 


21 0%@1 OuM 






B-1 074 


0.23uM 


33.0%@1.0uM 






B-1 075 


0.03uM 


29.0%@1.0uM 






B-1 076 


0.08uM 


31.0%@1.0uM 






B-1 077 


<0.1uM 


38.0%@1.0uM 






B-1 078 


0.26uM 


48.D%@1.0uM 






B-1 079 


<0.1uM 


40.0%@1.0uM 






B-1 080 


0.19uM 


28.0%@1.0uM 






B-1 081 


<0.1uM 


37.0%@1.0uM 






B-1 082 


<0.1uM 


54.0%® 1. OuM 






B-1 083 


<0.1uM 


23.0%@1.0uM 






B-1 084 


0.43uM 


29.0%@1.0uM 






B-1 085 


<0.1uM 


29.0%@1.0uM 






B-1 086 


<0.1uM 


42.0%@1.0uM 






B-1 087 


O.OSuM 


32.0% @1. OuM 






B-1 088 


0.73uM 


49.0%@1.0uM 
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P38 alpha kinase 


1 lOIT r^^fl tr*Kf\ iiftJI 
XJ^Oi well I^^DUtUM 


Mouse (.ro IwlOuei /o 


Rnt LPS Modal % 




icsOyUM or % 


or vo 


1 Nn inniD V uose 


IIIIIIIJ ^Vf UU9t? 




t W AMBxik /■■KJ\ 

innlo@conc. (uM) 


inhib@conc. (uM) 


%?preuOse 11 me 


nr^rln4A tImA 


ExsmplOF 












i iiM 


3Q 0%<B1 nuM 






D-i non 

t3~ 1 U9U 


1 illVI 


90 0%&1 OuM 

^0 ^3> 1 . W IVI 








^U. 1 UIVI 


73 0%@1 OuM 






D' 1 


/ UIVI 


85 0%@1 OuM 






n ^ not 


U*0«3UIVI 


36 09/L<8>t OuM 

/0^9 I.WUIVI 






D* 1 Ui7*l 


U.v t OUIVI 


MO^/a&A OuM 

/O ^af 1 aUUIVI 






D-l 


1 iiM 

^KJm 1 UIVI 


70 0%@1 OuM 






tJ-l U90 


1 UIVI 


39 0<^@ 1 OuM 






tJ-1 U9/ 


<»\J. 1 UIVI 


dJi 0^01 07uM 

•tM.U /O^Vf ■ •W# UIVI 






1 UaO 


1 UIVI 


82 0%@1 OuM 






D- 1 U99 


Ua^ouni 


74 0%@1 OuM 






R-i i An 


U»^f UIVI 


56 0<^^@1 OuM 






B-1 1 01 




82.0% @1. OuM 






B-1 102 




83 0%@1 OuM 






B-1 1 03 




90 0%@1.0uM 






B-1 104 


0.12uM 


69.0%@1a0uM 






B-1 105 


<0 luM 


84.0% @1. OuM 






B-1 1 06 


<0.1uM 


86.0% @1. OuM 






B-1 1 07 


0.057uM 


84.0% @1. OuM 






B-1 1 08 




81.0%@1.0uM 






B-1 1 09 


0.054uM 


80.0%@1.0uM 






B-1 110 


0.47uM 


64aO%@1.0uM 






B-1111 


0 19uM 


64.0%® 1. OuM 






B-1 112 


0 58uM 


43.0%&1a0uM 






B-1 113 


<0.1uM 


72.0%® 1. OuM 






B*1 114 


0 06duM 


51.0%®1.0uM 






B-1 115 


0.024uM 


89.0%® 1. OuM 






B-1 116 


0.41 uM 


81.0%®1.0uM 






B-1 117 


0 13uM 


73.0%® 1. OuM 






B-1 118 


0 33uM 


91.0%@1.0uM 






B-1 119 


0 35uM 


80.0%® 1. OuM 






B-1 120 


0.47uM 


9.0%® 1. OuM 






B-1 1 21 


3 5&uM 


29.0%® 1. OuM 






B-1 122 


1.84UM 


32.0%® 1. OuM 






B-1 123 


2.93uM 


27.0%® 1. OuM 






B-1 124 


1.49uM 


52.0%® 1. OuM 






B-1 125 


0.56uM 


41.0%®1.0uM 






B-1 126 


1.5uM 


>1.0uM 






B-1 127 


0.71 uM 


7.0%® 1. OuM 






B-1 128 


2.55UM 


26aO%®1.0uM 






B-1 129 


1.07UM 


46.0%® 1. OuM 






B-1 130 


O.SuM 


29.0%® 1. OuM 






B-1 131 


0.076UM 


34.0%® 1. OuM 






B-1 132 


0.72uM 


11.0%®1aOuM 






B-1 133 


0.38UM 


33.0%® 1. OuM 






B-1 134 


1.71uM 


33.0%® 1. OuM 






B-1 135 


0.23UM 


38.0%@1.0uM 






B-1 136 


1.17uM 


40.0%® 1. OuM 






B-1 137 


0.038UM 


35.0%® 1. OuM 
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■VIOUS8 nnoaoi 


Hat LPS Model % 




IC^O ijM nr 9/k 


or % 


■ nr innio Vf uosG 


inniD <£Paose 


Example# 


il II II W \UiVif 






®predose time 


B-1 1 38 


1.82uM 


>1.0uM 






B-1139 


0.041 uM 


29 0%®1 OuM 






B-1 1 40 


1.68uM 


39.0%® 1 OuM 






B-1141 


2.47uM 


32 0%®1 OuM 






B'1142 


O.lluM 


37.0%® 1 OuM 






B'-1143 


0.17uM 


40 0%®1 OuM 






B-1144 


0.44uM 


72 0%®1 OuM 






B-1145 


1.07uM 


71 0%@1 OuM 






B-1 1 46 


0.47uM 


61 0%®1 OuM 






B-1 1 47 


0.095uM ' 


53 0%®1 OuM 






B-1 148 


0.43uM 


61 0%®1 OuM 






B-1 1 49 


I.SSuM 


48 0%®1 OuM 






B-1 150 


0.47uM 


75.0%® 1. OuM 






B-1 1 51 


0.32uM 


72.0%® 1 OuM 






B-1 152 


0.73uM 


53.0%® 1. OuM 






B-1 153 


2.22uM 


52.0%® 1. OuM 






B-1 154 


0.085uM 


46.0%® 1. OuM 






B-1 155 


3j22uM 


30.0%® 1. OuM 






B-1 156 


0.27uM 


78.0%® 1, OuM 






B-1 157 


0.26UM 


66.0%® 1. OuM 






B-1 158 


74%®1.0uM 


0.68uM 


53%@30mpk@-6h 




B-1 159 


66.0%@1.0uM 


1.03uM 


60%®30mpk®-6h 




B-1 160 


79.0%@1.0uM 


0.38uM 






B-1 161 


64.0%21 .OuM 


0.93uM 


40%®30mok®-6h 


4 5% <3^ 3 m D k <S^ h 

/O Har Ill^n^Ur **V| 1 


B-1 162 


79.0%@1.0uM 


0.59uM 


40%®30mpk®-6h 




B-1 163 


74.0%@1.0uM 


0.37uM 






B-1 164 




0.35uM 






B-1 165 


66.0%@1.0uM 


0.99UM 






B-1166 


77.0%@1.0uM 


0.39uM 


50%®30mpk®-6h 


50%€^3nnDk®-4h 

w»* 'O ^ear I if^ix ^tir 'lii 


B-1 167 


70.0%@1.0uM 


1.06uM 






B-1 168 


66.0%@1.0uM 


0.63uM 






B-1 169 


80.0%@1.0uM 


O.lluM 






B-1 170 


82.0%® 1. OuM 


0.57uM 






B-1 171 


78.0%@1.0uM 


0.23UM 






B-1 172 


68.0%@1.0uM 


1.95UM 






B-1 173 


65.0%@1.0uM 


62%®1.0uM 






B-1 174 


8D.0%@1.0uM 


0.86uM 






B-1 175 


72.0%@1.0uM 


1.83UM 






B-1 176 


67.0%® 1. OuM 


67.0%® 1. OuM 






B-1 177 


70.0%® 1. OuM 


1.16UM 






B-1 178 


92.0%® 1. OuM 


1.61uM 






B-1 179 


86.0%® 1. OuM 


0.41uM 






B-1 180 


78.0%®1.0uM 


0.53uM 






B-1 181 


79.0%®1.0uM 


66%@1.0uM 






B-1 182 


72.0%@1.0uM 


0.65uM 






B-1 183 


77.0% @1. OuM 


0.2uM 






B-1 184 


69.0%® 1. OuM 


0.63UM 






B-1 185 


71.0%@1.0uM 


0.79UM 






B-1 186 


83.0% @1. OuM 


60%® 1. OuM 
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r^OO cll|Jiicl iviitciov 






Rat LPS Model % 

rial ^ IVlUUOl /o 




ir'f^n iiM nr *^ 


or % 


TNF Inhih 0> rioft^ 

1 Pii 1I1VIIU '•ar 


Inhth OHnft^ 

■ iiiiiiij 


Example# 


11 II IIU *«3r WW* IWa ^UIVIJ 


lilt 11 w iWa yulvi f 


iSnrArinoA tinriA 

^ar^lt?Uw9w &IIIIV 




B-1 1 87 


76.0%@1.0uM 


1.89uM 






B-1 1 88 




36.0%@1.0uM 






B-1 1 89 


68.0%@1.0uM 


0.83uM 






B-1 1 90 


78.0%@1.0uM 


62.0%@1.0uM 






B-1 191 


74.0%@1.0uM 


57.0%@1.0uM 






B-1 1 92 


84.0%@1.0uM 


0.47uM 






B-1 193 


69.0%@1.0uM 


65.0%@1.0uM 






8-1194 


87.0%@1.0uM 


0.58uM 






B-1 1 95 


52.0%@1.0uM 


60.0%@1.0uM 






B-1 1 96 


74.0%@1.0uM 


68.0%@1.0uM 






B-1 1 97 


77.0%@1.0uM 


45.0%@1.0uM 






B-1 1 98 


92.0%@1.0uM 


0.46uM 






B-1 199 


87.0%@1.0uM 


49.0%@1.0uM 






B-1 200 


g5.0%@1.0uM 


0.64uM 






B-1 201 


84,0%@1.0uM 


0.51 uM 






B-1 202 


71.0%@1.0uM 


56.0%@1.0uM 






B-1 203 


84.0%@1.0uM 


58.0%@1.0uM 






B-1 204 


68.0%@1.0uM 


59.0%@1.0uM 






B-1 205 


74.0%@1.0uM 


46.0%@1.0uM 






B-1 206 


81 .0%@1.0uM 


0.34uM 






B-1 207 


90.0%@1.0uM 


58.0%@1.0uM 






B-1 208 


82.0%@1.0uM 


51.0%@1.0uM 






B-1 209 


86.0%@1.0uM 


55.0%^1.0uM 






B-1 21 0 


82.0%@1.0uM 


57.0%@1.0uM 






B-1 211 


88.0%@1.0uM 


59.0%@1.0uM 






B-1 21 2 


90.0%@1.0uM 


57.0%@1.0uM 






B-1 21 3 


84.0%@1.0uM 


0.62uM 






B-1 21 4 


76.0%@1.0uM 


58.0%@1.0uM 






B-1 21 5 


86.0%@1.0uM 


0.23uM 






B-1 21 6 


88.0%@1.0uM 


0.18UM 






B-1 21 7 


87.0%@1.0uM 


0.46uM 






B-1 21 8 


88.0%@1.0uM 


76.0%@1.0uM 






B-1 21 9 


85.0%@1.0uM 


37.0%@1.0uM 






B-1 220 


81.0%@1.0uM 


53.0%@1.0uM 






B-1 221 


82.0%@1.0uM 


44.0%@1.0uM 






B-1 222 


65.0%@1.0uM 


9.0%@1.0uM 






B-1 223 


80.0%@1.0uM 


61 .0%@1.0uM 






B-1 224 


82.0%@1.0uM 


74.0%@1.0uM 






B-1 225 


89.0%@1.0uM 


73.0%@1.0uM 






B-1 226 


89.0%@1.0uM 


0.18uM 






B-1 227 


83.0%@1.0uM 


0.22UM 






B-1 228 


90.0%®1.0uM 


0.72UM 






B-1 229 


87.0%@1.0uM 


0.65uM 






B-1 230 


90.0%@1.0uM 


D.25uM 






B-1 231 


94.0%@1.0uM 


O.SSuM 






B-1 232 


81.0%@1.0uM 


54.0%@1.0uM 






B-1 233 


85.0%@1.0uM 


0.36UM 






B-1 234 


89.0%@1.0uM 


0.49uM 






B-1 235 


0.04uM 


76.0%@1.0uM 
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P38 alpha kinase 


U937 Cell tC50,uM 


Mouse LPS Model % 


Rat LPS Model % 




IC50,uM or % 


or % 


TNF inhib @ dose 


InhIb ddose 


Exampte# 


lnhIb@conc. (uM) 


inhib@conc. (uM) 


^predose time 


@predose time 


B-1236 


0.1 uM 


53.0%@1.0uM 






B-1237 


0.22UM 


39.0%@1.0uM 






B-1238 


0.14UM 


1G.0%@1.0uM 






B-1239 


<0.1uM 


38.0%@1.0uM 






B-1240 


<0.1uM 


59.0%@1.0uM 






B-1241 


0.04uM 


81.0%<&1.0uM 






B-1242 


O.OSuM 


83.0%@1.0uM 






B-1243 


0.04uM 


47.0%@1.0uM 






B-1244 


0.26uM 


44.0%@1.0uM 






B-1245 


0>t9uM 


42.0%@1.0uM 






B-1246 


0.27UM 


40.0%<&1.0uM 






B-1247 


<0.1uM 


58.0%@1.0uM 






B-1248 


<0.1uM 


68.0%@1.0uM 






B-1249 


0.24uM 


60.0%@1.0uM 






B-1250 


0.1 4uM 


18.0%@1.0uM 






B-1251 


0.41 uM 


38.0%@1.0uM 






B-1252 


0.17uM 


46.0%@1.0uM 






B-1253 


0.1 5uM 


57.0%@1.0uM 






B-1254 


0.1 6uM 


68.0%@1.0uM 






B-1255 


12.9UM 


75.0%@1.0uM 






B-1256 


0.1 2uM 


41.0%@1.0uM 






B-1257 


1.48UM 


40.0%@1.0uM 






B-1258 


0.07UM 


56.0%@1.0uM 






B-1259 


<0.1uM 


0.48uM 






B-1260 


O.lluM 


48.0%@1.0uM 






B-1261 


0.74UM 


44.0%@1.0uM 






B-1262 


<0.1uM 


63.0%@1.0uM 






B-1263 


I.OSuM 


57.0%@1.0uM 






B-1264 


0.32uM 


47.0%@1.0uM 






B-1265 


0.43UM 


51.0%@1.0uM 






B-1266 


<0.1uM 


58.0%@1.0uM 






B-1267 


<0.1uM 


73.0%@1.0uM 






B-1268 


<0.1uM 


79.0%@1.0uM 






B-1269 


0.46UM 


84.0%@1.0uM 






B-1270 


0.47uM 


83.0%@1.OuM 






B-1271 


O.ISuM 


74.0%@1.0uM 






B-1272 


0.01 4uM 


38.0%@1.0uM 






B-1273 


<0.1uM 


36.0%@1.0uM 






B-1274 


<0.1 uM 


41.0%@1.0uM 






B-1275 


<0.1uM 


50.0%@1.0uM 






B-1276 


0.062UM 


11.0%@1.0uM 






B-1277 


<0.1uM 


47.0%@1.0uM 






B-1278 


0.12UM 


85.0%@1.0uM 






B-1279 


<0.1uM 


79.0%@1.0uM 






B-1280 


0.039UM 


83.0%@1.0uM 






B-1281 


<0.1uM 


85.0%@1.0uM 






B-1282 


<0.1uM 


75.0%@1.0uM 






B-1283 


<0.1uM 


64.O%@1.0uM 






B-1284 


<0.1uM 


75,0%@1.0uM 
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P38 alpha kinase 


U937 Cell tCSO.uM 


Mouse LPS Model % 


Rat LPS Model % 




IC50,uM or% 


or % 


TNF Inhib ® dose 


Inhib ®dose 




inhib@conc. (uM) 


InhibOconc. (uM) 


®predose time 


®predose time 


Example# 










B-1285 


0.057UM 


80.0%@1.0uM 






B-1286 


O.ISuM 


78.0%21.0uM 






B-1 287 


0.25UM 


55.0%@1.0uM 






B-1 288 


0.15uM 


74.0%@1.0uM 






B-1 289 


0.73UM 


35.0%®1.0uM 






B-1 290 


0.26UM 


75.0%@1.0uM 






B-1 291 


0.097UM 


55.0%@1.0uM 






B-1 292 


0.01 uM 


74.0%@1.0uM 






B-1 293 


0.31 uM 


48.0%@1.0uM 






B-1 294 


0.013UM 


54.0%@1.0uM 






B-1 295 


0.079uM 


74.0%@1.0uM 






B-1 296 


0.038UM 


48.0%&1.0uM 






B-1 297 


0.02uM 


>1.0uM 






B-1 298 


0.055UM 


20.0%@1.0uM 






B-1 299 


0.091 uM 


>1.0uM 






B-1 300 


0.071 uM 


18.0%@1.0uM 






B-1 301 


0.1 2uM 


15.0%®1.0uM 






B-1 302 


0.023UM 


11.0%®1.0uM 






B-1 303 


O.OSuM 


>1.0uM 






B-1 304 


0.1 1uM 


10.0%@1.0uM 






B-1 305 


0.64UM 


9.0%@1.0uM 






B-1 306 


0.11UM 


>1 .OuM 






B-1 307 


0.009UM 


16.0%@1.0uM 






B-1 308 


<0.1uM 


>1.0uM 






B-1 309 


0.045uM 


>1 .OuM 






B-1 310 


0.12uM 


11.0%@1.0uM 






B-1 311 


O.OSuM 


57.0%@1.0uM 






B-1 31 2 


0.35uM 


>1.0uM 






B-1 31 3 


0.035UM 


37.0%@1,0uM 






B-1 31 4 


0.045UM 


24.0%@1.0uM 






B-1 31 5 


O.OSSuM 


12.0%@1.0uM 






B-1 31 6 


0.026uM 


36.0%@1.0uM 






B-1 31 7 


0.019UM 


9.0%@1.0uM 






B-1 31 8 . 


<0.1 uM 


1.0%@1.0UM 






B-1319 


0.24UM 


>1.0uM 






B-1 320 


0.047UM 


43.0%@1.0uM 






B-1 321 


0.47UM 


66.0%@1.0uM 






B-1 322 


0.12uM 


87.0%@1.0uM 






B-1 323 


0.01 3uM 


85.0%@1.0uM 






B-1 324 


0.1 6uM 


83.0%@1.0uM 






B-1 325 


0.27UM 


95.0%^ 1. OuM 






B-1 326 


0.092UM 


84.0%@1.0uM 






B-1 327 


0.13UM 


65.0%@1.0uM 






B-1 328 


0.032UM 


86.0%® 1, OuM 






B-1 329 


0.66uM 


54.0%® 1. OuM 






B-1 330 


0.053uM 


85.0%® 1. OuM 






B-1 331 


0.004UM 


85.0%®1.0uM 






B-1 332 


0.007UM 


81.0%®1.0uM 






B-1 333 


0.45uM 


76.0%® 1. OuM 
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P38 alpha kinase 


U937 Cell ICSO.uM 


Mouse LPS Model % 


Rat LPS Model % 




IC50.UM or % 


or % • 


TNF inhib @ dose 


inhib @dose 




inhib®conc. (uM) 


inhib@conc. (uM)- 


dpredose time 


^predose time 


Example# 










B-1 334 


O.ISuM 


73.0%@1.0uM 






B-1335 


0.097UM 


63.0%@1.0uM 






B-1 336 


0.072uM 


83.0%@1.0uM 






B-1 337 


0.4uM 


90.0%@1.0uM 






B-1 338 


O.IBuM 


73.0%@1.0uM 






B-1 339 


0.12UM 


67.0%@1.0uM 






B-1 340 


0.043uM 


63.0%@1.0uM 






B-1 341 


0.42uM 


52.0%@1.0uM 






B-1 342 


0.25uM 


59.0%@1.0uM 






B-1 343 


o.oesuM 


83.0%@1.0uM 






B-1 344 


0.014uM 


86.0%@1.0uM 






B-1 345 


0.27UM 


73.0%@1.0uM 






B-1 346 


0.043uM 


86.0%@1.0uM 






B-1 347 


0.021 uM 


84.0%@1.0uM 






B-1 348 


0.009UM 


69.0%®1.0uM 






B-1 349 


0.037uM 


86.0%@1.0uM 






B-1 350 


0.01 9uM 


78.0%<d1.0uM 






B-1 351 


0.068uM 


78.0%®1.0uM 






B-1 352 


0.01 3uM 


76.0%® 1 .OUM 






B-1 353 


0.062uM 


80.0%@1.0uM 






B-1 354 


0.01 3uM 


83,0%@1 .OuM 






B-1 355 


0.07uM 


75.0%@1.0uM 






B-1 356 


0.059 UM 


91 .0%@1 .OuM 






B-1 357 


0.1 8uM 


84.0%@1.0uM 






B-1 358 


0.16uM 


7o.0%@1.0uM 






B-1 359 


0.005 


. 84.0% @ 1 .OU M 






B-1 360 


0.11 


D. l5llM 




5>**% «p o rn p K -*i n 


B-1 361 


0.03 


0.29uM 






B-1 362 


0.003 


0.29UM 






B-1 363 


0.009 


0.28UM 


9 1 .u%&oUpnriK 
6H 


53%@3mpk@-4h 


B-1 364 


0.009 


0.27UM 


6.0H 


17%@3mpk®-4h 


O-l ODO 


U. 1 / 


OO.U /e^ 1 .UUIVI 






B-1 366 


0.04 


0.27UM 






B-1 367 


<0.1 


0.22UM 






B-1 368 


0.031 


0.33UM 


44.0%@30mpk @- 




B-1 369 


<0.1 


0.29uM 






B-1 370 


<0.1 


0.77UM 






B-1 371 


0.06 


83.0%@1.0uM 






B-1 372 


<0.1 


0.41 uM 


48.0%@30mpk @- 




B-1 373 


0.016 


0.17uM 






B-1 374 


<0.1 


0.28uM 






B-1 375 


0.01 


0.25UM 






B-1 376 


0.009 


0.26uM 


3.0%@30mpk @-6H 




B-1 377 


0.12 


5.0UM 






B-1 378 


0.02 


1.04UM 






B-1 379 


<0.1 


0.092UM 






B-1 380 


<0.1 


0.26uM 
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P38 alpha kinase 


U937 Cell ICSO.uM 


Mouse LPS Model % 


Rat LPS Modei % 




IC50.UM or % 


or % 


TNF Inhib @ dose 


inhib @dose 




lnhib@conc. (uM) 


tnhib@conc. (uM) 


^predose time 


^predose time 


Example# 










B-1381 


0.055 


0.73uM 






B-1382 


<0.1 


0.44uM 






B-1383 


0.0012 


O.ISuM 




■ 


B-1384 


0.57 


0.37UM 






B-1385 


<0.1 


0.1 luM 






B-1386 


<0.1 


0.25UM 






B-1387 


<0.1 


0.1 uM 






B-1388 


0.57 


1.38uM 






B-1389 


0.06 


0.57uM 






B-1390 


<0.1 


71.0%@1.0uM 






B-1391 


0.016UM 


82.0%@1.0uM 






B-1392 


0.059uM 


82.0%<d1.0uM 






B-1393 


3.17uM 


80.0%@1.0uM 






B-1394 


0.32uM 


78.0%@1.0uM 






B-1395 


1.48 


61.0%®1.0uM 






B-1396 


1.55 


73.0%©1.0uM 






B-1397 


0.92 


85.0%@1.0uM 






B-1398 


0.67 


83.0%@1.0uM 






B-1 399 


0.14 


74.0%@1.0uM 






6-1400 


0.024 


83.0%®1.0uM 






B-1401 


0.033 


75.0%@1.0uM 






B-1402 


0.12 


76.0%@1.0uM 






B-1403 


4.54 


71%@1.0uM 






B-1404 


0.6 


70%@1.0uM 






B-1405 


0.28 


70%@1.0uM 






B-1408 


1.39 


56.0%@1.0uM 






B-1407 


0.4 


71.0%@1.0uM 






B-1408 


0.27 


69.0%@1.0uM 






6-1409 


<0.1 


72.0%@1.0uM 






B-1410 


<0.1 


69%@1.0uM 






B-1411 


<0.1 


81 .0%@1.0uM 






B-1412 


- 0.097 


80.0%@1.0uM 






B-1413 


0.016 


78.0%@1.0uM 






B-1414 


0.025 








B-1415 


1.41 


79.0%@1.0uM 






B-1416 


0.14 


81.0%@1.0uM 






B-1417 


0.069 


69.0%@1.0uM 






B-1418 


1.01 


82.0%@1.0uM 






B-1419 


0.3 


84.0%@1.0uM 






B-1420 


<0.1 


82.0%@1.0uM 






B-1421 


0.014 


75.0%@1.0uM 






B-1422 


0.58 


68.0%@1.0uM 






B-1423 


1.58 


84.0%@1.0uM 






B-1424 


0.86 


76.0%@1.0uM 






B-1425 


0.09 


83.0%@1.0uM 






B-1426 


0.19 


80.0%@1.0uM 






8-1427 


<0.1 


84.0%@1.0uM 






B-1428 


<0.1 


86.0%@1.0uM 






B-1429 


<0.1 


87.0%@1.0uM 
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r'oo aipna Kinase 


1 loiT r^Aii ir^cn hRji 


Mouse L-Ko MOQel vb 


Hal Lfo iviocei TO 




iv^oUfUivi or TO 


or /a 


1 iMr inniD aose 


inhib ©dose 


P vAnriol^# 


inniDfGrconc. 


inniD<oconc. (UMj 


©predose time 


®predose time 


B-1430 


n 75uM 


35 0% @1 OuM 

WWaW /^W ^«3> 1 •WUIVI 






B-1431 




58 0% @1 OuM 






B-1432 


0.1 luM 


■^i n^/a OuM 

9 ■ r\J /O ^er 1 aVUnfl 






B-1 433 




21 0% 01 OuM 






B-1434 


n 19uM 


98 0% <S1 OuM 






B-1 435 


1.8uM 


45 0% @1 OuM 






B-1 436 


I.OuM 


20 0% @1 OuM 






B-1 437 


0.3uM 


23 0% ®1 OuM 






B-1 438 


2.01 uM 


2V 0% 01 OuM 






B-1 439 


1.7uM 


17 0% @1 OuM 






B-1 440 




O^y^ 01 OuM 






B-1 441 


1 95uM 


66 0% ®1 OuM 






B-1 442 


1 54uM 


18 n% ® 1 OuM 






B-1 443 


0 ni4uM 


83 0% <ai OuM 






B-1 444 


O.SuM 


24 0% 01 OuM 






B-1 445 


0 43uM 


27 0% 01 OuM 






B-1 446 


O.T^uM 


36 0% 0 1 OuM 






B-1 447 


0 SuM 


34 0% 01 OuM 






B-1 448 


1.43uM 


22.0% 01. OuM 






B-1 449 


1.61uM 


50.0% 01. OuM 






B-1 450 


2.1 uM 


49.0% ©1. OuM 






B-1 451 


2.88uM 


50% 01. OuM 






B-1 452 


2.41 uM 


47.0% 01. OuM 






B-1 453 


2 53uM 


49 0% 01 OuM 






B-1 454 


1.6uM 


12.0% 01. OuM 






B-1 455 


1.21uM 


8.0% 01. OuM 






B-1 456 


1.29uM 


>1.0uM 






B-1 457 


0.43uM 


43.0% 01. OuM 






B-1 458 


0.95uM 


65a0% 01. OuM 






B-1 459 


0.67uM 


46.0% ©I.OuM 






B-1 460 


0.96uM 


29.0% @1.0uM 






B-1 461 


0.4uM 


39.0% 01. OuM 






B-1 462 


G.22uM 


50.0% @1.0uM 






B-1 463 


2.34uM 


26.0% ©I.OuM 






B-1 464 


1.18UM 


27.0% @1.0uM 






B-1 465 


3.23UM 


31.0% 01. OuM 






B-1 466 


1.69UM 


>1.0uM 






B-1 467 


1.22UM 


1.0% 01. OuM 






B-1 468 


1.61uM 


10.0% @1.0uM 






B-1 469 


0.37uM 


14,0% 01. OuM 






B-1 470 


O.SuM 


28.0% 01. OuM 






B-1 471 


O.SSuM 


25.0% ©I.OuM 






B-1 472 


0.93uM 


1 2.0%© 1. OuM 






B-1 473 


1.24uM 


14.0% @ I.OuM 






B-1 474 


1.23uM 


31.0% 01. OuM 






B-1 475 


2.1uM 


24.0% ©I.OuM 






B-1 476 


0.047uM 


42.0% ©I.OuM 






B-1 477 


2.5uM 


34.0% ©I.OuM 






B-1 478 
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Example# 


P38 alpha kinase 

IC50,uM or % 
Inhib^conc. (uM) 


U937 Celt IC50,uM 

or % 
lnhib@conc. <uM) 


Mouse LPS Model % 
TNF Inhib ® dose 
@predose time 


Rat LPS Model % 
InhIb edose 
@predosettme 


B-1479 ' 
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P38 alpha kinase 


U937 Cell IC50,uM 


Mouse LPS Model % 


Rat LPS Model % 


Example# 


IC50,uM or % 


or % 


TNF inhib d 


inhib ©dose 




inhtb^conc. (uM) 


inhib^conc. (uM) 


dose @predose time 


©predose time 


B-2270 


0.72uM 


31%@10.0uM 






B-2271 


0.93uM 


38%@10.0uM 






B-2272 


0.26uM 


53.0%@10.0uM 






B-2273 


1.92uM 


39.0%@10.0uM 






B-2274 


0.26uM 


59.0%@10.0uM 






B-2275 


2.16uM 


53.0%@10.0uM 






B-2276 


II.SuM 


37.0%@10.0uM 






B-2277 


14.9uM 


44.0%@10.0uM 






B-2278 


0.8uM 


51.0%@10.0uM 






B-2279 


0.32UM 


36.0%®10.0uM 






B-2280 


0.4uM 


57.0%@10.0uM 






B-2281 


0.81 uM 


60.0%@10.0uM 






B-2282 


0.91 uM 


41 .0%@ 1 0.OuM 






B-2283 


0.04uM 


53.0%@ 1 0.OuM 






B-2284 


4.61 uM 


62.0%@10.0uM 






B-2285 


2.29uM 


49.0%@ 1 0.OuM 






B-2286 


0.01 7uM 


0.78 uM 


25%@30mpK@-in 




B-2287 


2.56uM 


61 .0%@ 1 0.OuM 






B-2288 


6.51uM 


46.0%@ 1 0.OuM 






B-2289 


3.0uM 


30.0%@ 1 0.OuM 






B-2290 


2.37uM 


59.0%@ 1 0.OuM 






B-2291 


0.01 9uM 


41%@10.0UM 






B-2292 


8.82uM 


57.0% @ 1 0.OuM 






B-2293 


2.11uM 


56.0%@ 1 0.OuM 






B-2294 


1.68uM 


50.0% @ 1 0.OUM 






B-2295 


1 .79uM 


56.0%@ 1 0.OuM 






B-2296 


17.3uM 


63.0%@10.0uM 








O*0aUIVl 








B-2298 


0.29UM 


4.22uM 






B-2299 


1.97UM 


62.0%@10.0uM 






B-2300 


0.07UM 


43.0%@10.0uM 






B-2301 


0.1 8uM 


44.0%@10.0uM 






B-2302 


I.OuM 


58.0%@1.0uM 






B-2303 


0.01 luM 


54.0%<&10.0uM 






B-2304 


1.41uM 


50.0%@10.0uM 






B-2305 


0.54UM 


60.0%@10.0uM 






B-2306 


5.88uM 


39.0%@10.0uM 






B-2307 


2.29UM 


69.0%@10.0uM 






8-2308 


0.66uM 


56.0%@10.0uM 






B-2309 


0.29uM 


47.0%@10.0uM 
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Example^ 


r WW alalia fxiiiciov 

tC50,uM or % 
inhlb®conc. (uM) 


U937 Cell tC50,uM 

or % 
Inhib^conc. (uM) 


Mouse LPS Model % 

TNF Inhib @ 
dose @predose time 


Rat LPS Model % 

Inhlb ddose 
(dpredose time 


B-2310 


0.1 2uM 


1.2uM 


50%@30mpk@-6h 




B-2311 


7.18UM 


60%@10.0uM 






B-2312 


2.93uM 


43.0%@10.0uM 






B-2313 


42.3uM 


58.0%@10.0uM 






B-2314 


II.OuM 


66.0%@10.0uM 






B-2315 


0.49uM 


36.0%@10.0uM 






B-2316 


0.46uM 


58.0%@10.0uM 






B-2317 


1.0uM 


60.0%@10.0uM 






B-2318 


73.0%@10.0uM 


25.0%@10.0uM 






B-2319 


75.0%@10.0uM 


40.0%@10.0uM 






B-2320 


44.0%@10.0uM 


35.0%@10.0uM 






B-2321 


69.0%®10.0uM 


27.0%<910.0uM 






B-2322 


76.0%@10.0uM 


38.0%@10.0uM 






B-2323 


69.0%®10.0uM 


46.0%@10.0uM 






B-2324 


5a.0%@10.0uM 


36,0%(&10.0uM 






B-2325 


60.0%@10.0uM 


51.0%®10.0uM 






B-2326 


76.0%@10.0uM 


33.0%@10.0uM 






B-2327 


76.0%#10.0uM 


23.0%@10.0uM 






B-2328 


65.0%@10.0uM 


28.0%@10.0uM 






B-2329 


72.0%@10.0uM 


53.0%@10.0uM 






B-2330 


B1.0%@10.0uM 


37.0%@10.0uM 






B-2331 


74.0%@10.0uM 


44.0%@10.0uM 






B-2332 


70.0%@10.0uM 


47.0%@10.0uM 






B-2333 


58.0%@10.0uM 


36.0%^10.0uM 






B-2334 


81 .0%@10.0uM 


45.0%@10.0uM 






B-2335 


82.0%&10.0uM 


50.0%<910.0uM 






B-2336 


48.0%@10.0uM 


35.0%@10.0uM 






B-2337 


40.0% 9 1 0.UUIVl 


CO no/ e9i^t\ Atiiui 
oS.Uto^IU.UUM 






B-2338 


73.0%@10.0uM 


50.0%@10.0uM 






B-2339 


84.0%@10.0uM 


>10.0uM 






B-2340 


35.0%@10.0uM 


12.0%@10.0uM 






B-2341 


75.0%@10.0uM 


50.0%@10.0uM 






B-2342 


83.0%@10.0uM 


46.0%@10.0uM 






B-2343 


43.0%@10.0uM 


27.0%@10.0uM 






B-2344 


71.0%®10.0uM 


50.0%@10.0uM 






B-2345 


64.0%@10.0uM 


38.0%€»10.0uM 






B-2346 


45.0%@10.0uM 


48.0%@10.0uM 






B-2347 


49.0%@10.0uM 


50.0%®10.0uM 






B-2348 


76,0%@10.0uM 


48.0%(d10.0uM 






B-2349 


75.0%@10.0uM 


27,0%@10.0uM 
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Example# 


P38 alpha kinase 

ICSO.uM or % 
inhlb^conc. (uM) 


1 IQt7 Ooll tP'<;n iiM 

or % 
InhlbOconc. (uM) 


IVIOU9C LaF^O IVIUUVl /O 

TNF inhib @ 
dose ^predose time 


ricii LbF^o IV1WU6I /o 

inhlb @dose 
©predose time 


B-2350 


38.0%@10~.0uM 


56.0%@10.0uM 






B-2351 


77.0%@10i0uM 


1.0%^10.0uM 






B-2352 


37.0%@10.0uM 


19.0%@10.0uM 






B-2353 


38.0%@10.0uM 


33.0%@10.0uM 






B-2354 


65.0%@10.0uM 


25.0%®10.0uM 






B-2355 


84.0%@10.0uM 


50.0%®10.0uM 






B-2356 


77.0%@10.0uM 


45.0%@10.0uM 






B-2357 


47.0%^10.0uM 


41.0%@10.0uM 






B-2358 


17.0%@10.0uM 


52.0%@10.0uM 






B-2359 


76.0%@10.0uM 


35.0%@10.0uM 






B-2360 


45.0%@10.0uM 


>10.0uM 






B-2361 


19.0%@10.0uM 


46.0%@10.0uM 






B-2362 


60%®100.0uM 


39.0%@10.0uM 






B-2363 


44.0%@10.0uM 


1.0%@10.0uM 






B-2364 


47.0%@10.0uM 


4.0%@10.0uM 






B-2365 


82.0%@10.0uM 


43.0%®10.0uM 






B-2366 


70.0%@10.0uM 


59.0%®10.0uM 






B-2367 


46.0%®10.0uM 


40.0%@1.0uM 






B-2368 


65.0%@10.0uM 


55.0%@10.0uM 






B-2369 


32.0%@10.0uM 


>10.0uM 






B-2370 


73%@100.0uM 


20.0%@10.0uM 






B-2371 


54.0%@10.0uM 


36.0%@10.0uM 






B-2372 


55.0%@100.0uM 


.>10.0uM 






B-2373 


50.0%@100.0uM 


6%<&10.0uM 






B-2374 


35.0%<@10.0uM 


20.0%@10.0uM 






B-2375 


62.0%@100.0uM 


>10.0uM 






B-2376 


32.0%@10.0uM 


17.0%@10.0uM 






B-2377 


34.0%@10.0uM 


17.0%@10,duM 






B-2378 


48.0%@10.0uM 


61.0%@10.0uM 






B-2379 


73.0%@100.0uM 


45.0%@1.0uM 






6-2380 


81%<&100.0uM 


53.0%(&10.0uM 






B-2381 


68%@100.0uM 


2.0%@10.0uM 






B-2382 


51.0%@10.0uM 


24.0%@10.0uM 






B-2383 


63.0%<^10.0uM- 


35.0%@10.0uM 






B-2384 


49%@100.0uM 


10.0%@10.0uM 






B-2385 


79.0%@10.0uM 


19.0%@10.0uM 






B-2386 


38.0%@10.0uM 


19.0%@10.0uM 






B-2387 


50.0%@100.0uM 


>10.0uM 






B-2388 


42.0%@10.0uM 


24.0%@10.0uM 






B-2389 


39.0%@10.0uM 


29.0%@10.0uM 
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p vaiinDlfi# 


P38 alpha kinase 

tC50,uM or % 
inhib^conc. (uM) 


1 lOOT /^aII ir^C/\ aaftA 

or % 
Inhlb^conc. (uM) 


Mouse Lro MOaei TO 

TNF Inhib @ 
dose ®predose time 


Dot 1 DC KM r\ rial 
rial L.KO MOuel ro 

tnhib @dose 
@predose time 


B-23g0 


34.0%@10.0uM 


27.0%@1.0uM 






B-2391 


40.0%@10.0uM 


59.0%@10.0uM 






B-2392 


63.0%®10.0uM 


46.0%@10.0uM 






B-2393 


43.0%@10.0uM 


>10.0uM 






B-2394 


37.0%@10.0uM 


22.0%@10.0uM 






B-2395 


32.0%@10.0uM 


28.0%@10.0uM 






B-2396 


75.0%@10.0uM 


>10.0uM 






B-2397 


83.0%®10.0uM 


22.0%@10.0uM 






B-2398 


55%®100.0uM 


10.0%@10.0uM 






B-2399 


69.0%@10.0uM 


18.0%@10.0uM 






B*2400 


60.0%@10.0uM 


40.0%@10.0uM 






B-2401 


78.0%®10.0uM 


44.0%@10.0uM 






B-2402 


43.0%@10.0uM 


52.0%@10.0uM 






B-2403 


72%@100.0uM 


52.0%@10.0uM 






B-2404 


58%@100.0uM 


52.0%@10.0uM 






B-2405 


47%@100.0uM 


>10.0uM 






B-2406 


45.0%@10.0uM 


24.0%@10.0uM 






B-2407 


47%@100.0uM 


27.0%@10.0uM 






B-2408 


39.0%@10.0uM 


10.0%@10.0uM 






B-2409 


78.0%@10.0uM 


26.0%@10.0uM 






B*2410 


33.0%@10.0uM 


32.0%@10.0uM 






B-2411 


26%@100.0uM 


13.0%@10.0uM 






B-2412 


40.0%@10.0uM 


31.0%@10.0uM 






B-2413 


75.0%@10.0uM 


37.0%@10.0uM 






B-2414 


86.0%@10.0uM 


38.0%@10.0uM 






B-2415 


94.0%@10.0uM 


50.0%@10.0uM 






B-2416 


85.0%®10.0uM 


43.0%@1.0uM 






B-2417 


83.0%@10.0uM 


18.0%@10.0uM 






B-2418 


88.0%@10.0uM 


34.0%@10.0uM 






B-2419 


86.0%@10.0uM 


66.0%@10.0uM 






B*2420 


70.0%@10.0uM 


34.0%@10.0uM 






B-2421 


89.0%210.OuM 


38.0%@10.0uM 






B-2422 


90.0%®10.0uM 


17.0%®10.0uM 






B-2423 


85.0%®10.0uM 


>10.0uM 






B-2424 


86.0%@10.0uM 


43.0%®10.0uM 






B-2425 


79.0%@10.0uM 


42.0%@10.0uM 






B-2426 


88.0%<&10.0uM 


53.0%@10.0uM 






B-2427 


87.0%@10.0uM 


59.0%@10.0uM 






B-2428 


82.0%@10.0uM 


50.D%@10.0uM 






B-2429 


92.0%@10.0uM 


32.0%@10.0uM 
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Example^ 


• oo ctif^nct Kinase 

IC50,uM or % 
inhib^conc. (uM) 


1 IQIT OaII inc^n tiM 

or % 
inhibeconc. (uM) 


R/l«-ti*c>A 1 DC UaHaI OZ 

niouso Lro Moaei a> 

TNF fnhib e 
dose @predose time 


rial Lro Moaei a> 
inhib @dose 
@predose time 


B-2430 


90.0%@10.0uM 


61.0%@10.0uM 






B-2431 


85.0%210.0uM 


68,0%@10.0uM 






B-2432 


86.0%210.0uM 


40.0%@10.0uM 






B-2433 


94.0%@10.0uM 


84.0%@10.0uM 






B-2434 


92.0%@10.0uM 


63.0%@10.0uM 






B-2435 


84.0%@10.0uM 


4.0%@10.0uM 






B-2436 


80.0%@10.0uM 


54.0%@10.0uM 






B-2437 


82.0%@10.0uM 


41.0%@10.0uM 






B-2438 


75.0%@10.0uM 


40.0%@10.0uM 






B-2439 


81.0%@10.0uM 


44.0%@10.0uM 






B-2440 


77.0%@10.0uM 


78.0%@10.0uM 






B-2441 


86.0%@10.0uM 


46.0%@10.0uM 






B-2442 


86.0%@10.0uM 


>10.0uM 






B-2443 


84.0%@10.0uM 


44.0%@10.0uM 






B-2444 


89.0%@10.0uM 


7.0%@10.0uM 






B-2445 


94.0%@10.0uM 


15.0%@10.0uM 






B-2446 


90.0%@10.0uM 


28.0%@10.0uM 






B-2447 


94.0%®10.0uM 


>10.0uM 






8*2448 


75.0%@10.0uM 


30.0%@10.0uM 






B-2449 


86.0%@10.0uM 


42.0%@10.0uM 






B-2450 


87.0%@10.0uM 


46.0%@1.0uM 






B-2451 


87.0%@10.0uM 


45.0%@10.0uM 






B-2452 


89.0%@10.0uM 


33.0%@10.0uM 






B-2453 


91.0%@10.0uM 


>10.0uM 






B-2454 


88.0%@10.0uM 


40.0%@10.0uM 






B-2455 


87.0%@10.0uM 


54.0%@10.0uM 






B-2456 


86.0%@10.0uM 


53.0%@10.0uM 






B-2457 


90.0%@10.0uM 


18.0%®10.0uM 






B-2458 


83.0%@10.0uM 


36.0%@10.0uM 






B-2459 


82.0%@10.0uM 


81.0%@10.0uM 






B-2460 


80.0%@10.0uM 


79.0%@10.0uM 






B-2461 


67.0%@10.0uM 


59,0%@10.0uM 
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WHAT WE CLAIM IS: 

1 . A compound of Formula I 

D 3 r> 



" (I) 

5 wherein 

is selected from hydrido, alkyl, cycloalkyl, 
alkenyl, cycloalkenyl , alkynyl, aryl, heterocyclyl , 
cycloalkylalkylene , cycloalkenylalkylene , 
heterocyclylalkylene, haloalkyl, haloalkenyl, 

10 haloalkynyl, hydroxyalkyl , hydroxyalkenyl, 

hydroxyalkynyl , aralkyl, aralkenyl, aralkynyl, 
arylheterocyclyl , carboxy, carboxyalkyl , alkoscyalkyl , 
alkenoxyalkyl , alkynoxyAlkyl, aryloxyalkyl , 
heterocyclyloxyalkyl , alkoxyalkoxy , mercaptoalkyl , 

15 alkylthioalkylene, alkenylthioalkylene, 

alkylthioalkenylene, amino, aminoalkyl, allcylamino, 
alkenylamino , alkynylamino , arylamino , heterocyclylamino , 
alkylsulf inyl , alkenylsulf inyl , alkynylsulf inyl , 
arylsulf inyl, heterocyclylsulf inyl , alkylsulf onyl; 

2 0 alkenylsulf onyl, alkynylsulf onyl , arylsulf onyl , 

heterocyclylsulf onyl, alkylaminoalkylene, 
alkylsulf onylalkylene , acyl , acyloxycarbonyl , 
alkoxycarbonylalkylene , aryloxycarbonylalkylene , 
heterocyclyloxycarbonylalkylene , alkoxycarbonylarylene , 
25 aryloxycarbonylarylene, heterocyclyloxycarbonylarylene , 
alkylcarbonylalkylene , arylcarbonylalkylene , 
heterocyclylcarbonylalkylene , alkylcarbonylarylene , 
arylcarbonylarylene , heterocyclylcarbonylarylene , 
alkylcarbonyloxyalkylene , arylcarbonyloxyalkylene , 

3 0 heterocyclylcarbonyloxyalkylene , alkylcarbonyloxyarylene , 
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arylcarbonyloxyarvlene/ and 
heterocyclylcarbonyloxyarylene ; or 
has the formula 

r ■ II ,»"' 

— C — CCHgD c_N 

H (II) 

35 wherein: 

i is an integer from 0 to 9; 

R^^ is selected from hydrogen, alkyl , aralkyl, 
heterocyclylalkyl , alkoxyalkylene , aryloxyalkylene , 
aminoalkyl , alkylaminoalkyl , arylaminoalkyl , 

4 0 alkylcarbonylalkylene, aryl carbonyl alkyl ene , and 
heterocyclylcarbonylaminoalkylene ; and 

R^^ is selected from hydrogen, alkyl, alkenyl, 
alkynyl , cycloalkylalkylene , aralkyl , 
alkoxycarbonylalkylene, and alkylaminoalkyl; and 

4 5 R^'' is selected from alkyl, cycloalkyl, alkynyl, 

aryl, heterocyclyl, aralkyl, cycloalkylalkylene, 
cycloalkenylalkylene, cycloalkylarylene, 

cycloalkylcycloalkyl , heterocyclylalkylene , alkylarylene , 
alkylaralkyl , _ aralkylarylene , alkylheterocyclyl , 
50 alkylheterocyclylalkylene , alkylheterocyclylarylene , 
aralkylheterocyclyl, alkoxyalkylene, alkoxyarylene, 
alkoxyaralkyl , alkoxyheterocyclyl , alkoxy alkoxyarylene , 
aryloxyary lene , aralkoxyarylene , 

alkoxyheterocyclylalkylene , aryl oxyalkoxy aryl ene , 
55 alkoxycarbonylalkylene , alkoxycarbonylheterocyclyl , 

alkoxycarbonylheterocyclylcarbonylalkylene , aminoalkyl , 
alkylaminoalkylene , aryl aminocarbonylalky lene , 
alkoxyarylaminocarbonylalkylene , aminocarbonylalkylene , 
arylaminocarbonylalkylene , alkylaminocarbonylalkylene , 
6 0 arylcarbonylalkylene , alkoxy carbonyl aryl ene , 

aryloxycarbonylarylene , • alkylaryloxycarbonylarylene , 
arylcarbonylarylene , alkyl aryl carbonyl aryl ene , 
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alkoxycarbonylheterocyclylarylene , 
alkoxycarbonylalkoxylarylene , 

65 heterocyclylcar-bonylalkylairylene, alkylthioalkylene, 
cycloalkylthioalkylene , alkylthioarylene , 
aralkylthioarylene , heterocyclylthioarylene , 
arylthioalklylarylene , arylsulf onylaminoalkylene , 
alkylsulf onylaarylene , alkylaminosulf onylarylene ; wherein 

70 said alkyl, cycloalkyl, aryl, heterocyclyl , aralkyl, 
heterocyclylalkylene , alkylheterocyclylarylene, 
alkoxyaarylene , aryloxyairylene , airylaminocarbonylalkylene , 
aryloxycarbonylarylene , ary 1 car bony larylene , 
alkylthioarylene , heterocyclylthioarylene , 

75 arylthioalklylarylene, and a Ikylsu If onylarylene groups 
are optionally substituted with one or more radicals 
independently selected from alkyl, halo, haloalkyl, 
alkoxy, keto, amino, nitro, smd cyano; or 

R^'' is -CHR^^R^' wherein R^® is alkoxycarbonyl, and R^' 

80 is selected from aralkyl, aralkoxyalkylene, 

heterocyclylalkylene , alkylheterocyclylalkylene , 
alkoxycarbonylalkylene , alkylthioalkylene, and 
aralkylthioalkylene ; wherein said aralkyl and 
heterocylcyl groups are optionally stibstituted with one 

85 or more radicals independently selected from alkyl and 
nitro; or 

R^^ and R^'' together with the nitrogen atom to which 
they are attached form a heterocycle, wherein said 
heterocycle is optionally substituted with one or more 

9 0 radicals independently selected from alkyl, airyl, 
he t e r o cy c ly 1 , he t e r o eye ly 1 a 1 ky 1 ene , 
alkylheterocyclylalkylene , aryloxyalkylene , 
alkoxyarylene , alky laryloxyalkylene , alkylcarbonyl , 
alkoxycarbonyl , aralkoxycarbonyl , alkylamino and 

95 alkoxycarbonylamino; wherein said aryl, 

heterocyclylalkylene and aryloxyalkylene radicals are 
optionally substituted with one or more radicals 
independently selected from halogen, alkyl and alkoxy; 
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and 

10 0 is selected from hydrido, halogen, alkyl, alkenyl , 

alkynyl, aryl , heterocyclyl , haloalkyl, hydroxyalkyl , 
aralkyl , alkylheterocyclyl , heterocyclylalkyl , 
alkylamino/ alkenylamino , alkynylamino , ar-ylamino, 
he terocyclylamino , heterocyclylalkylamino , aralkylamino , 

105 aminoalkyl, aminoairyl, ami no alkylamino, 

arylaminoalkylene , alkylaminoalkylene , arylaminoarylene , 
alkylaminoarylene , alkylaminoalkylamino, cycloalkyl, 
cycloalkenyl , alkoxy, heterocyclyloxy , alkylthio, 
arylthio, heterocyclylthio, carboxy, carboxyalkyl, 

110 carboxycycloalkyl , carboxycycloalkenyl , 

carboxyalkylamino , alkoxycarbonyl , heterocycly Icarbonyl , 
alkoxycarbonylalkyl , alkoxycarbonylheterocyclyl , 
alkoxycarbonylheterocyclylcarbonyl , a Ikoxy alkylamino, 
alkoxycarbonylaminoalkylamino, and heterocyclylsulf onyl ; 

115 wherein the aryl, heterocyclyl , heterocyclylalkyl, 
cycloalkyl and cycloalkenyl groups are optionally 
substituted with one or more radicals independently 
selected from halo, keto, amino, alkyl, alkenyl, alkynyl, 
aryl, heterocyclyl, aralkyl, heterocyclylalkyl, 

120 epoxyalkyl, amino (hydroxyalkyl) carboxy, alkoxy, aryloxy, 
aralkoxy, haloalkyl, alkylamino, alkynylamino, 
alkylaminoalkylamino , heterocyclylalkylamino , 
alkylcarbonyl , alkoxycarbonyl , alkylsulf onyl , 
arylsulf onyl, and aralkylsulf onyl ; or 

125 has the formula : 



I 



-N 



(III) 



wherein : 

j is an integer from 0 to 8 ; and 
m is 0 or 1; and 
13 0 R^° and R^^ are independently selected from hydrogen. 
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alkyl, aryl, heterocyclyl , aralkyl, heterocyclylalkylene , 
aminoalkyl , alkylaminoalky 1 , aminocarbonylalkyl , 
alkoxyalkyl, and alkylcarbonyloxyalkyl ; and 

R^^ is selected from hydrogen, alkyl, aralkyl, 
13 5 heterocyclylalkyl, alkoxyalkylene, aryloxyalkylene, 
aminoalkyl , alkylaminoalkyl , arylaminoalkyl , 
alkylcarbonylalkylene , arylcarbonylalkylene , and 
he t e r ocy c ly 1 carbony laminoa Iky 1 ene ; 

R^^ is selected from hydrogen, alkyl, -C{0)R^^, 
140 -C(0)OR^^, -SOjR^S -C(0)NR"R^®, and -SOaNR^^R*^, wherein R^^, 
j^36^ j^37^ P^3e^ P^39 ^^^^ j^4o independently selected from 

hydrocarbon, heterosubstituted hydrocarbon and 
heterocyclyl ; and 

R^* is selected from hydrogen, alkyl, aminocarbonyl , 
145 alkylaminocarbonyl , and arylaminocarbonyl ; or 

R^ is -CR*^R*^ wherein R*^ is aryl, and R*^' is hydroxy; and 

R^ is selected from pyridinyl, pyrimidinyl, 
quinoi inyl , pur inyl , 




150 (IV) (V) 

wherein R*^ is selected from hydrogen, alkyl, 
aminoalkyl, alkoxyalkyl, alkenoxyalkyl , and aryloxyalkyl ; 
and 

wherein the R^ pyridinyl, pyrimidinyl, quinolinyl and 
155 purinyl groups are optionally substituted with one or 
more radicals independently selected from halo, alkyl, 
aralkyl, aralkenyl, arylheterocyclyl , carboxy, 
carboxyalkyl , alkoxy, airyloxy, alkylthio, arylthio, 
alkylsulf inyl , ary Isulf inyl , alkylsulf onyl , arylsulf onyl , 
160 aralkoxy, heterocyclyl alkoxy, amino, alkylamino. 
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alkenylamino , alkynylamino , cycloalkylamino , 
cycloalkenylamino, arylamino, heterocyclylamino, 
aminocarbonyl , cyano, hydroxy, hydroxyalkyl , 
alkoxycarbonyl , aryloxycarbonyl , heterocyclyloxycarbonyl , 
165 alkoxycarbonylamino , alkoxyaralkylamino , aminosulf inyl , 
aminosulfonyl, alkylaminoalkylamino, hydroxyalkylamino, 
aralkylamino, heterocyclylalkylamino, 

aralkylheterocyclyl amino , nitro , alkylaminocarbonyl , 
alkylcarbonylamino, halosulf onyl , aminoalkyl , haloalkyl , 

170 alkylcarbonyl, hydrazinyl, alkylhydrazinyl, 

arylhydrazinyl, or -NR^^R*^ wherein R*^ is alkylcarbonyl or 
amino, and R*^ is alkyl or aralkyl; and 

R* is selected from hydrido, alkyl, alkenyl, alkynyl, 
cycloalkyl, cycloalkenyl, aryl, and heterocyclyl , wherein 

175 R'* is optionally substituted with one or more radicals 
independently selected from halo, alkyl, alkenyl, 
alkynyl, aryl, heterocyclyl , alkylthio, arylthio, 
alkylthioalkylene, arylthioalkylene, alkylsulf inyl , 
alkylsulf inylalkylene, arylsulf inylalkylene, 

180 alkylsulf onyl , alkylsulf onylalkylene, 

arylsulfonylalkylene, alkoxy, aryloxy, aralkoxy, 
aminocarbonyl , alkylaminocarbonyl , arylaminocarbonyl , 
alkoxycarbonyl , ai-yloxycarbonyl , haloalkyl , amino , cyano , 
nitro, alkylamino, arylamino, alkylaminoalkylene, 

185 arylaminoalkylene, aminoalkylamino, and hydroxy; 

provided R^ is not 2-pyridinyl when R* is a phenyl ring 
containing a 2 -hydroxy substituent and when R^ is hydride- 
further provided R' is selected from aryl, heterocyclyl , 
unsubstituted cycloalkyl and cycloalkenyl when R^ is 
19 0 hydrido; and further provided R* is not 
methylsulf onylphenyl; or 

a pharmaceutically- acceptable salt or tautomer 
thereof . 
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2 . A compound of Claim 1 wherein 

is selected from hydrido, lower alkyl, lower 
cycloalkyl, lower alkenyl, lower alkynyl, lower 
heterocyclyl , lower cycloalkylalkylene , lower haloalkyl, 
lower hydroxyalkyl, lower aralkyl, lower alkoxyalkyl, 
lower mercaptoalkyl , lower alkylthioalkylene , amino, 
lower alkylamino, lower arylamino, lower 

alkylaminoalkylene, and lower heterocyclylalkylene; or 
has the formula 

II 

H (II) 

wherein : 

i is 0 , 1 or 2 ; and 

R^^ is selected from hydrogen, lower alkyl, lower 
phenylalkyl, lower heterocyclylalkyl, lower 
15 alkoxyalkylene , lower phenoxyalkylene , lower aminoalkyl, 
lower alkylaminoalkyl, lower phenoxyaminoalkyl , lower 
alkylcarbonylalkylene, lower phenoxycarbonylalkylene , and 
lower heterocyclylcarbonylaminoalkylene ; and 

r2« is selected from hydrogen, lower alkyl, lower 
2 0 alkenyl, lower alkynyl, lower cycloalkylalkylene, lower 
phenylalkyl, lower alkoxycarbonylalkylene , and lower 
alkylaminoalkyl ; and 

R^"' is selected from lower alkyl, lower cycloalkyl, 
lower alkynyl, aryl selected from phenyl, biphenyl and 
25 naphthyl, lower heterocyclyl , lower phenylalkyl, lower 
cycloalkylalkylene, lower cycloalkenylalkylene, lower 
cycloalkylarylene, lower cycloalkylcycloalkyl , lower 
heterocyclylalkylene, lower alkylphenylene , lower ~ 
alkylphenylalkyl, lower phenylalkylphenylene , lower 
30 alkylheterocyclyl, lower alkylheterocyclylalkylene , lower 
alkylheterocyclylphenylene , lower 



5 



10 
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phenylalkylheterocyclyl , lower alkoxyalkylene , lower 
alkoxyphenylene , lower alkoxyphenylalkyl , lower 
alkoxyheterocyclyl , lower a Ikoxy alkoxyphenylene, lower 

3 5 phenoxyphenylene , lower phenylalkoxyphenylene , lower 

alkoxyheterocyclylalkylene , lower phenoxyalkoxyphenylene , 
lower alkoxycarbonylalkylene, lower 
alkoxycarbonylheterocyclyl, lower 

alkoxycarbonylheterocyclylcarbonylalkylene , lower 
40 aminoalkyl, lower alkylaminoalkylene, lower 
phenylaminocarbonylalky lene , lower 
alkoxyphenylaminocarbonylalkylene , lower 

aminocarbonylalkylisne , arylaminocarbonylalkylene , lower 
alky laminocarbonylalky lene , lower phenylcarbonyl alky lene , 

4 5 lower alkoxycarbonylphenylene , lower 

phenoxycarbonylphenylene, lower 
alky Iphenoxycarbonylphenylene , lower 
phenylcarbonylphenylene , lower 
alkylphenylcarbonylphenylene , lower 

5 0 alkoxycarbonylheterocyclylphenylene , lower 

alkoxycarbonylalkoxylphenylene , lower 
heterocyclylcarbonylalkylphenylene, lower 
alkylthioalkylene , cycloalkylthioalkylene , lower 
alkylthiophenylene, lower phenylalkylthiophenylene , lower 
55 heterocyclylthiophenylene, lower 
phenyl thioalklylpheny lene , lower 
phenylsulf onylaminoalkylene , lower 
alkylsulf onylphenylene, lower 

alkylaminosulf onylphenylene; wherein said lower alkyl, 

6 0 lower cycloalkyl, aryl selected from phenyl, biphenyl and 

naphthyl, lower heterocyclyl , lower phenylalkyl, lower 
heterocyclylalkylene , lower, alkylheterocyclylphenylene , 
lower alkoxyphenylene, lower phenoxyphenylene, lower 
phenylaminocarbonylalkylene , lower 
6 5 phenoxycarbonylphenylene, lower phenylcarbonylphenylene, 
lower alkylthiophenylene, lower 
he t erocyc ly 1 thiopheny lene , lower 
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phenylthioalklylphenylene , and lower 

alkylsulf onylphenylene groups are optionally substituted 
70 with one or more radicals independently selected from 

lower alkyl/ halo, lower haloalkyl, lower alkoxy, keto, 

amino, nitro, and cyano; or 

R^'' is -CHR^^R^'' wherein R*^ is lower alkoxycarbonyl , 

and R*'' is selected from lower phenylalkyl, lower 
75 phenylalkoxyalkylene, lower heterocyclylalkylene , lower 

alkylheterocyclylalkylene , lower alkoxycarbonylalkylene , 

lower alkylthioalkylene, and lower 

phenylalkylthioalkylene; wherein said phenylalkyl and 
heterocylcyl groups are optionally substituted with one 

80 or more radicals independently selected from lower alkyl 
and nitro; or 

r2* and R^'' together with the nitrogen atom to which 
they are attached form a 4-8 membered ring heterocycle, 
wherein said heterocycle is optionally substituted with 

85 one or more radicals independently selected from lower 

alkyl, aryl selected from phenyl, biphenyl and naphthyl, 
heterocyclyl , heterocyclylalkylene , lower 
alkylheterocyclylalkylene, lower phenoxyalkylene, lower 
alkoxyphenylene , lower alkylphenoxyalkylene, lower 

90 alkylcarbonyl, lower alkoxycarbonyl , lower 

phenylalkoxycarbonyl, lower alkylamino and lower 
alkoxycarbonyl amino; wherein said aryl selected from 
phenyl, biphenyl and naphthyl, lower heterocyclylalkylene 
and lower phenoxyalkylene radicals are optionally 

95 substituted with one or more radicals independently 

selected from halogen, lower alkyl and lower alkoxy; and 

R^ is selected from hydrido, halogen, lower alkyl, 
aryl selected from phenyl, biphenyl, and naphthyl, lower 
haloalkyl, lower hydroxyalkyl, 5- or 6 -membered 
100 heterocyclyl, lower alkylheterocyclyl , lower 

heterocyclylalkyl, lower alkylamino, lower alkynylamino, 
phenylamino, lower heterocyclylamino, lower 
heterocyclylalkylamino, lower phenylalkylamino, lower 
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aminoalkyl^ lower aminoalkyl amino, lower 
105 alkylaminoalkylamino, lower cycloalkyl, lower alkenyl , 
lower alkoxycarbonylalkyl, lower cycloalkenyl , lower 
carboxyalkylamino / lower alkoxycarbonyl , lower 
heterocyclylcarbonyl , lower alkoxycarbonylheterocyclyl , 
lower alkoxycarbonylheterocyclylcarbonyl , 
110 alkoxycarbonylalkyl , lower alkoxyalkylamino, lower 
alkoxycarbonylaminoalkylamino , lower 

heterocyclylsulf onyl, lower heterocyclyloxy , and lower 
heterocyclylthio ; wherein the aryl, heterocylyl, 
heterocyclylalkyl , cycloalkyl, and cycloalkenyl groups 

115 are optionally substituted with one or more radicals 
independently selected from halo, keto, lower alkyl, 
lower alkynyl, phenyl, 5- or 6-membered heterocyclyl , 
lower phenylalkyl, lower heterocyclylalkyl, lower 
epoxyalkyl, carboxy, lower alkoxy, lower aryloxy, lower 

120 phenylalkoxy, lower haloalkyl, lower alkylamino, lower 
alkyl^minoalkylamino, lower alkynylamino, lower 
amino (hydroxyalkyl) , lower heterocyclylalkylamino , lower 
alkylcarbonyl , lower alkoxycarbonyl , lower alkylsulf onyl , 
lower phenylalkylsulf onyl , and phenylsulf onyl ; or 

125 has the formula: 



I 

L31 



H 
i 

C 

I 34 
R - 



(III) 



wherein: 

j is 0, 1 or 2; and 
m is 0 ; 

13 0 and R^^ are independently selected from hydrogen, 

alkyl, aryl, heterocyclyl, aralkyl, heterocyclylalkylene , 
aminoalkyl , alkylaminoalkyl , aminocarbonylalky 1 , 
alkoxy alkyl , and alkylcarbonyloxyalkyl ; and 

R^^ is selected from hydrogen, alkyl, aralkyl, 

135 heterocyclylalkyl , alkoxyalkylene , aryloxyalkylene , 
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aminoalkyl , alkylaminoalkyl , airylaminoalkyl , 
alkylcarbonylalkylene, arylcarbonylalkylene , and 
" heterocyclylcarbonylaminoalkylene; and 

R^^ is selected from hydrogen, alkyl, -C(0)R^^, 
140 -C(0)OR", -SOjR^S -C{0)NR"R^\ and -SOaNR^R*^; 

wherein R'^ is selected from alkyl, cycloalkyl, 
haloalkyl, alkenyl, aryl, heterocyclyl , aralkyl, 
arylcycloalkyl , cycloalkenylalkylene , 

heterocyclylalkylene , alkylarylene , alkylheterocyclyl , 

145 arylaryiene, arylheterocyclyl , alkoxy, alkenoxy, 
alkoxyalkylene , alkoxyaralkyl , alkoxyarylene , 
aryloxyalkylene , aralkoxyalkylene , cycloalkyloxyalkylene , 
alkoxycarbonyl , heterocyclylcarbonyl , 
alkylcarbonyloxyalkylene , alkylcarbonyloxyarylene , 

150 alkoxycarbonylalkylene , alkoxycarboriylarylene , 

aralkoxycarbonylheterocyclyl , alkylcarbonylheterocyclyl , 
arylcarbonyloxyalkylarylene, and alkylthioalkylene; 
wherein said aryl, heterocyclyl , aralkyl, alkylarylene, 
arylheterocyclyl , alkoxyarylene, aryloxyalkylene, 

155 cycloalkoxyalkylene, alkoxycarbonylalkylene, and 
alkylcarbonylheterocyclyl groups are optionally 
substituted with one or more radicals independently 
selected from alkyl, halo, haloalkyl, alkoxy, haloalkoxy, 
keto, amino, nitro, and cyano; or 

160 R^^ is CHR*®R*^ wherein R*® is arylsulf onylamino or 

alkylarylsulfonylamino, and R*^ is selected from aralkyl, 
amino, alkylamino, and aralkylamino; or 

R^^ is -NR^°R^^ wherein R^° is alkyl, and R" is aryl; 

and 

16 5 wherein R^^ is selected from alkyl, haloalkyl, aryl, 

heterocyclyl, cycloalkylalkylene, alkylarylene, 
alkenylarylene, arylarylene, aralkyl, aralkenyl, . 
heterocyclylhet erocyclyl , carboxyarylene , alkoxyarylene , 
alkoxycarbonylarylene , alkylcarbonylaminoarylene , 

170 alky Icarbonylaminohet erocyclyl , 

arylcarbonylaminoalkylheterocyclyl , alkylaminoarylene , 
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alky 1 amino, alkylaminoairylene , alkylsulf onylarylene , 
alkylsulf onylaralkyl , and arylsulf onylheterocyclyl ; 
wherein said aryl , . heterocyclyl , cycloalkylalkylene , 

175 aralkyl, alkylcarbonylaminoheterocyclyl , and 

alkylsulf onylarylene groups are optionally substituted 
with one or more radicals independently selected from 
alkyl, halo, hydroxy, haloalkyl, alkoxy, haloalkoxy, 
keto, amino, nitro, and cyano; and 

180 wherein R^'' is selected from hydrogen and alkyl; and 

wherein R^^ is selected from hydrogen, alkyl, 
alkenyl, aryl, heterocyclyl , aralkyl, alkylarylene , 
arylcycloalkyl , arylarylene , cycloalkylalkylene , 
heterocyclylalkylene , alkylheterocyclylalkylene , 

185 aralkylheterocyclyl , alkoxyalkylene , alkoxyarylene , 
aryloxyarylene , aarylcarbonyl , alkoxycarbonyl , 
alkoxycarbonylalkylene , alkoxycarbonylarylene , 
alkylcarbonylcarbonyi alkylene , alkylaminoalkylene , 
alkylaminoaralkyl , alkyl carbonylaminoalkylene , 

19 0 alkylthioarylene, alkylsulf onylaralkyl, ajid 

aminosulf onylaralkyl; wherein said aryl, heterocyclyl, 
aralkyl, and heterocyclylalkylene groups are optionally 
substituted with one or more radicals independently 
selected from alkyl, halo, hydroxy, haloalkyl, alkoxy, 

195 haloalkoxy, keto, amino, nitro, and cyano; or 

R^® is -CR^^R^^ wherein R^^ is alkoxycarbonyl, and R^^ 
is alkyl thioalkylene; or 

R^'' and R^* together with the nitrogen atom to which 
they are attached form a heterocycle; and 

2 00 R^^ and R*° have the same definition as R^^ and R^*^ in 

claim 1; or 

R= is -CR^^R^^ wherein R^* is phenyl and R^^ is hydroxy; 

or 

R^ is selected from the group consisting of 
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(VI) (VII) (VIII) 

wherein 

k is an integer from 0 to 3 ; and 

R^^ is hydrogen or lower alkyl; and 
210 is hydrogen or lower alkyl; or 

R^* and R^'' form a lower alkylene bridge; and 

R^^ is selected from hydrogen, alkyl, aralkyl, aryl, 
heterocyclyl, heterocyclylalkyl, alkoxycarbonyl , 
alkylsulf onyl , aralkylsulf onyl , arylsulf onyl , -C (O) R^* , 
215 -SO2R"/ and -C(0)NHR*^; 

wherein R^^ is selected from alkyl, haloalkyl, 
cycloalkyl, aryl, heterocyclyl, alkylarylene, aralkyl, 
alkylheterocyclyl , alkoxy, alkenoxy, aralkoxy, 
alkoxyalkylene , alkdxyarylene , alkoxyaralkyl ; wherein 
220 said aryl, heterocyclyl, and aralkyl groups are 
optionally substituted with one or more radicals 
independently selected from alkyl, halo, hydroxy, 
haloalkyl, alkoxy, haloalkoxy, keto, amino, nitro, amd 
cyano ; and 

225 V wherein R*° is selected from alkyl, aryl, 

heterocyclyl , alkylarylene , alkylheterocyclyl , aralkyl , 
heterocyclylheterocyclyl , alkoxyarylene , alkylamino , 
alkylaminoairylene , alkylsulf onylarylene , and 
arylsulf onylheterocyclyl ; wherein said aryl, 

230 heterocyclyl, and aralkyl groups are optionally 

substituted with one or more radicals independently 
selected from alkyl, halo, hydroxy, haloalkyl, alkoxy, 
haloalkoxy, keto, amino, nitro, and cyano; and 
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wherein R^^ is selected from alkyl, aryl, 

23 5 alkylarylene, and alkoxyarylene ; wherein said aryl group 

is optionally substituted with one or more radicals 
: independently selected from alkyl, halo, hydroxy, 
haloalkyl, alkoxy, haloalkoxy, keto, amino, nitro, and 
cyano ; and 

24 0 is selected from pyridinyl , pyrimidinyl, 

quinolinyl, purinyl, and 




(IV) 



wherein R*^ is selected from hydrogen, lower alkyl , 
lower aminoalkyl, lower alkoxyalkyl, lower alkenoxyalkyl 

245 and lower aryloxyalkyl ; and 

wherein the R^ pyridinyl, pyrimidinyl, qxiinolinyl and 
purinyl groups are optionally substituted with one or 
more radicals independently selected from lower 
alkylthio, lower alkylsulf onyl , aminosulf onyl , halo, 

25 0 lower alkyl, lower aralkyl, lower phenylalkenyl , lower 

phenylheterocyclyl, carboxy, lower alkylsulf inyl , cyano, 
lower alkoxycarbonyl , aminocarbonyl , lower 
alkyl carbonyl amino, lower haloalkyl, hydroxy, lower 
alkoxy, amino, lower cycloalkyl amino, lower alkylamino, 

25 5 lower alkenylamino, lower alkynylamino , lower aminoalkyl, 
arylamino, lower aralkylamino, nitro, halosulf onyl, lower 
alkyl carbonyl, lower alkoxy carbonyl ami no, lower 
alkoxyphenylalkylamino, lower alkylaminoalkylamino, lower 
hydroxyalkylamino, lower heterocyclylamino, lower 

260 heterocyclylalkylamino, lower 

phenylalkylheterocyclylamino, lower alkyl aminocarbonyl , 
lower alkoxyphenylalkylamino, hydrazinyl, lower 
alkylhydrazinyl , or -NR^^R®^ wherein R^^ is lower 
alkylcarbonyl or amino,, and R^^ is lower alkyl or lower 
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265 phenylalkyl; and 

R* is selected from hydrido, lower* cycloalkyl, lower 
' cycloalkenyl , aryl selected from phenyl, biphenyl, and 
naphthyl, and 5- or 6- membered heterocyclyl ; wherein the 
lower cycloalkyl, lower cycloalkenyl , aryl and 5-10 

270 membered heterocyclyl groups of are optionally 

substituted with one or. more radicals independently 
selected from lower alkylthio, lower alkylsulf onyl , lower 
alkylsulf inyl/ halo, lower alkyl, lower alkynyl, lower 
alkoxy, lower aryloxy, lower aralkoxy, lower 

275 heterocyclyl, lower haloalkyl, amino, cyano, nitro, lower 
alkylamino, and hydroxy; or 

a pharmaceutical ly- acceptable salt or tautomer thereof . 
3 . A compound of Claim 2 wherein 

R^ is selected from hydrido, methyl, ethyl, propyl, 
isopropyl, tert -butyl, isobutyl, f luoromethyl , 
dif luoromethyl , trif luoromethyl , chloromethyl , 
5 dichloromethyl, trichloroethyl , pentaf luoroethyl, 
heptaf luoropropyl , dif luorochloromethyl , 
dichlorof luoromethyl , dif luoroethyl , dif luoropropyl , 
dichloroethyl, dichloropropyl, ethenyl, propenyl, 
ethynyl, propargyl, l-propynyl, 2-propynyl, piperidinyl, 

10 piperazinyl, morpholinyl, benzyl, phenylethyl, 

morpholinylmethyl , morpholinylethyl , pyrrol idinylme thy 1 , 
piperazinylmethyl , piperidinylmethyl , pyridinylmethyl , 
thienylmethyl , methoxymethyl, ethoxymethyl, amino, 
methylamino, dimethylamino, phenylamino, 

15 methylaminomethyl , dimethylaminomethyl , methyl aminoethyl , 
dimethylaminoethyl , ethylaminoethyl , diethylaminoethyl , 
cyclopropyl , cyclopentyl , cyclohexyl , cyclohexylmethyl , 
hydroxymethyl , hydroxyethyl, mercaptomethyl , and 
methylthiomethyl ; and 

20 R^ is selected from hydrido, chloro, fluoro, bromo, 

methyl, ethyl, propyl, isopropyl, tert-butyl, isobutyl, 
phenyl, biphenyl , f luoromethyl , dif luoromethyl , 
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trif luoromethyl , chloromethyl , dichloromethyl , 
trichloromethyl , pentaf luoroethyl,- hep tafluorop ropy 1 , 

5- dif luorochloromethyl , dichlorof luorotnethyl , 

dif luoroethyl , dif luoropropyl , dichloroethyl , 
dichloropropyl , hydroxymethyl , hydroxyethyl , pyridinyl , 
isothiazolyl , isoxazolyl, thienyl, thiazolyl, oxazolyl, 
pyrimidinyl , quinolyl, isoquinolinyl , imidazolyl, 

0 benzimidazolyl , furyl, pyrazinyl, piperidinyl, 
piperazinyl , morpholinyl , N-methylpiperazinyl , 
methoxycarbonylethyl , ethoxycarbonylethyl , N-methylamino, 
N, N-dimethylamino, N-ethylamino, N, N- diethyl amino, N-n- 
propylamino, N, N- dimethyl ami no, N-methyl-N-phenylamino, 

3 5 N- phenyl amino, piperadinylamino, N-benzylamino, N- 

propargylamino , cyclopropyl , cyclobutyl , cyclopentyl , 
cyclohexyl , cyclopropenyl , cyclobutenyl , cyclopentenyl , 
cyclohexenyl, cyclohexadienyl, aminomethyl, aminoethyl, 
aminoethylamino , aminopropylamino , N, N- 

4 0 dimethylaminoethylamino , N , N- dimethyl aminopropylamino , 

morpholinylethylamino , morpholinylpropylamino, 
carboxymethylamino , raethoxyethylamino , methoxycarbonyl , 
e t hoxycarbonyl , propoxycarbonyl ,1,1- 
dimethylethoxycarbonyl , 1,1- 
45 dimethylethoxycarbonylaminoethyiamino, 1,1- 
dimethylethoxycarbonylathinopropylamino, 
piperazinylcarbonyl, and 1,1- 

dimethylethoxycarbonylpiperazinylcarbonyl ; wherein the 
aryl, heteroaryl, cycloalkyl and cycloalkenyl groups are 

50 optionally substituted with one or more radicals 

independently selected from fluoro, chloro, bromo, keto, 
methyl, ethyl, isopropyl, tert-butyl, isobutyl, benzyl, 
carboxy, methoxy, ethoxy, phenoxy, benzyloxy, 
trif luoromethyl , f luoromethyl, dif luoromethyl , 

55 dimethylamino, methoxycarbonyl, ethoxycarbonyl , and 1,1- 
dimethylethylcarbonyl ; or 

is -CR^^R^^ wherein R^* is phenyl and R^^ is hydroxy; 

and 
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is selected from pyridinyl, pyrimidinyl , and 
6 0 purinyl; wherein is optionally sxibstituted with one or 
more radicals independently selected from methylthio, 
methylsulf inyl/ methylsuifonyl, fluoro, chloro, bromo, 
aminosulfonyl, methyl, ethyl, isopropyl, tert -butyl, 
isobutyl , cyano , methoxycarbonyl , ethoxycarbonyl , 
65 aminocarbonyl , me thylcarbonyl amino, trif luoromethyl , 
dif luoromethyl , f luoromethyl , trichloromethyl , 
dichloromethyl , chloromethyl , hydroxy, 
f luorophenylmethyl , f luorophenylethyl , 
chlorophenylmethyl , chlorophenylethyl , 
70 f luorophenylethenyi, chlorophenylethenyl , 

f luorophenylpyrazolyl , chlorophenylpyrazolyl , carboxy , 
methoxy, ethoxy, propyloxy, n-butoxy, methylamino, 
ethylamino, dimethylamino, diethylamino , 2- 
methylbutylamino , propargyl amino , aminomethyl , 
75 aminoethyl, N-methyl-N-phenyl amino, phenylamino, 
diphenylamino, benzylamino, phenethylamino, 
cyclopropylamino, nitro, chlorosulf onyl, amino, 
methy Icarbonyl , methoxycarbonylamino , 
ethoxycarbonyl amino , me thoxyphenylmethyl amino , N, N- 
80 dimethylaminoethylamino , hydroxypropylamino , 
hydroxyethylamino , imidazolylethylamino , 
morpholinylethylamino, (1 -ethyl- 2 -hydroxy) ethylamino, 
piper idinylamino , pyr idinylmethylamino , 
pheny Ime thy Ipiper idinylamino , phenylme thylamino , 
8 5 fluoropheny Ime thylamino , fluorophenyle thylamino , 

methylaminocarbonyl , ethyl aminocarbonyl , methylcarbonyl , 
methoxyphenylmethylamino, hydrazinyl , 1 -methyl - 
hydrazinyl, or -NR^^R*^ wherein R" is methylcarbonyl or 
amino, and R*^ is methyl, ethyl or phenylme t hyl ; and 
90 R* is selected from hydrido, cyclopropyl, cyclobutyl, 

cyclopentyl , cyclohexyl , cyclopropylenyl , cyclobutenyl , 
cyclopentenyl , cyclohexenyl , cyclohexadienyl , phenyl , 
biphenyl , morpholinyl , pyrrolidinyl , piperazinyl , 
piperidinyl, pyridinyl , thienyl, isothiazolyl , 
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95 isoxazolyl, thiazolyl, oxazolyl, pyritnidinyl , quinolyl , 
isoquinolinyl , imidazolyl , benzimidazolyl , f uryl / 
pyrazinyl, dihydropyranyl , dihydxopyridinyl , 
dihydrof uryl, tetrahydropyranyl / tetrahydrof uryl , 
benzofuryl, dihydrobenzof uryl , and benzodioxolyl ; wherein 

0 the cycloalkyl, cycloalkenyl , aryl and heterocyclyl 

groups of are optionally substituted with one or more 
radicals independently selected from methylthio, 
methylsulf inyl , methylsulf onyl , fluoro, chloro, bromo, 
methyl, ethyl, isopropyl, tert-butyl, isobutyl, ethynyl, 

5 methoxy, ethoxy, phenoxy, benzyloxy, trif luoromethyl , 
f luoromethyl, dif luoromethyl, amino, cyano, nitro, 
dimethylaminp, and hydroxy; or 

a pharmaceutically-acceptable salt or tautomer thereof. 

4 , A compound of Claim 3 wherein 

is hydrido, methyl-, ethyl, propargyl, 
hydroxyethyl , dime thy laminoe thy 1 , diethyl aminoethyl or 
morphplinylethyl ; 
5 R^ is selected from hydrido, methyl, ethyl, propyl, 

phenyl, trif luoromethyl , methoxycarbonylethyl , N,N- 
dimethylamino , N-phenylamino , piperidinyl , piperazinyl , 
pyridinyl, N-methylpiperazinyl, and piperazinylamino; 
wherein the phenyl, piperidinyl, and pyridinyl groups are 
.0 optionally substituted with one or more radicals 

independently selected from fluoro, chloro, bromo, 
methyl, ethyl, and trif iuoromethyl ; 

R^ is selected from pyridinyl, pyrimidinyl or 
quinolinyl; wherein R^ is optionally substituted with one 
15 or more radicals independently selected from fluoro, 
bromo , methyl , cyano , methoxycarbonyl , aminocarbonyl , 
benzyl , phenethyl , acetyl , hydroxyl , methoxy , 
dimethy 1 amino , benzylamino, phenethylamino, aminomethyl, 
amino, hydroxy, and methylcarbonyl ; 
20 R* is selected from phenyl, quinolyl, biphenyl, 

pyridinyl , thienyl , f uryl , dihydropyranyl , benzof uryl , 
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dihydrobenzof uryl , and benzodioxolyl ; wherein the 
cycloalkyl, cycloalkenyl , aryl and heterocyclyl groups of 
are . optionally substituted with one or more radicals 
25 independently selected from methylthio, fluoro, chloro, 
bromo, methyl, ethyl, methoxy, ethoxy, phenoxy, 
benzyloxy, trif luoromethyl, nitro, dimethylamino, and 
hydroxy; or 

a pharmaceutically- acceptable salt or tautomer thereof. 

5 , A compound of Claim 4 wherein 
is hydrido or methyl; 

R^ is selected from hydrido, methyl or ethyl; 
R^ is selected from pyridinyl, pyrimidinyl or 
5 quinolinyl; wherein R^ is optionally substituted with one 
or more radicals independently selected from fluoro, 
bromo , methyl , cyano , met hoxycarbonyl , aminocarbonyl , 
benzyl, phenethyl, acetyl, hydroxyl, methoxy, 
dimethylamino, benzylamino, phenethyl ami no, aminomethyl , 
10 amino, hydroxy, and methylcarbonyl ; 

R* is selected from phenyl which is optionally 
substituted with one or more radicals independently 
selected from methyl thio, fluoro, chloro, bromo, methyl, 
ethyl, methoxy, ethoxy, phenoxy, benzyloxy, 
15 trif luoromethyl, nitro, dimethylamino, and hydroxy; or 
a pharmaceutically-acceptable salt or tautomer thereof, 

6 . A compound of Claim 2 wherein 

R^ is selected from hydrido, methyl, ethyl, propyl, 
isopropyl, tert -butyl, isobutyl, f luoromethyl , 
dif luoromethyl , trif luoromethyl , chloromethyl , 
5 dichloromethyl , trichloroethyl , pentaf luoroethyl , 
heptaf luoropropyl , dif luorochloromethyl , 
dichlorof luoromethyl , dif luoroethyl , dif luoropropyl , 
dichloroethyl , dichloropropyl , ethenyl , propenyl , 
ethynyl , propargy 1 , 1 -propynyl , 2 -propynyl , piperidinyl , 
10 piperazinyl, morpholinyl, benzyl, phenylethyl. 
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morpholinylmethyl , morpholinylethyl , pyrrol idinylmethyl , 
piperazinylmethyl , piperidinylmethyl , pyr idinylmethyl , 
thienylmethyl , methoxymethyl , ethoxymethyl , amino ^ 
methyl ami no, dimethylamino, phenylamino, . - . 

15 methylaminomethyl , dimethylaminomethyl , me thy 1 amino e t hyl , 
dimethylaminoethyl , ethylaminoethyl , diethylaminoethyl , 
cyclopropyl , cyclopentyl , cyclohexyl , cyclohexylmethyl , 
hydroxymethyl , hydroxyethyl , mercaptomethyl , and 
methylthiomethyl ; and 

20 has the formula: 



I 



H 
I 

C 



R^2 



(III) 



wherein: 

j is 0, 1 or 2; and 
m is 0 ; and 

25 and R^^ are independently selected from hydrogen 

and lower alkyl ; 

R^^ is selected from hydrogen, lower alkyl, lower 
phenylalkyl, lower heterocyclylalkyl , lower 
alkoxyalkyiene, airyloxyalkylene , aminoalkyl, lower 

3 0 alkylaminoalkyl , lower phenyl aminoa 1 kyl , lower 

alkylcarbonylalkylene , lower phenylcarbonylalkylene , and 
lower heterocyclylcarbonylaminoalkylene; 

R^^ is selected from hydrogen, lower alkyl, -C(0)R^^, 
-C(0)OR", -SOaR^^, -C(0)NR"R^^ and -SOjNR^^R^**; 
35 wherein R^^ is selected from lower alkyl, lower 

cycloalkyl, lower haloalkyl, lower alkenyl, aryl selected 
from phenyl, biphenyl and naphthyl, lower heterocyclyl , 
lower phenylalkyl, lower phenyl eye loa Iky 1 , lower 
cycloalkenylalkylene , lower heterocyclylalkylene, lower 

4 0 alkylphenylene , lower alkylheterocyclyl , phenylphenylene , 

lower phenylheterocyclyl , lower alkoxy, lower alkenoxy, 
lower alkoxyalkylene, lower alkoxyphenylalkyl , lower 
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alkoxyphenylene , lower phenoxyalkylene , lower 
phenylalkoxyalkylene , lower eye loa Iky loxy alky lene, lower 
45 alkoxycarbonyl, lower heterocyclylcarbonyl , lower 
alkylcarbonyloxyalkylene, lower 

alkylcarbonyloxyphenylene , lower alkoxycarbonylalkylene , 

lower alkoxycarbonylphenylene, lower 

phenylalkoxycarbonylheterocyclyl , lower 
50 alkylcarbonylheterocyclyl , lower 

phenylcarbonyloxyalkylphenylene , and lower 

alkylthloalkylene ; wherein said aryl selected from 

phenyl, biphenyl and naphthyl, lower heterocyclyl , lower 

phenylalkyl, lower alkylphenylene, lower 
55 phenylheterocyclyl , lower alkoxyphenylene, lower 

phenoxyalkylene, lower cycloalkoxyalkylene, lower 

alkoxycarbonylalkylene, and lower 

alkylcarbonylheterocyclyl groups are optionally 

substituted with one or more radicals independently 
60 selected from lower alkyl, halo, lower haloalkyl, lower 

alkoxy, lower haloalkoxy, keto, amino, nitro, and cyano; 

or 

R^^ is CHR*®R*^ wherein R*® is phenylsulf onylamino or 
lower alky Iphenylsulf onylamino, and R*^ is selected from 

65 lower phenylalkyl, amino, lower alkylamino, and lower 
phenylalkylamino ; or 

R^5 is -NR^°R^^ wherein R^° is lower alkyl, and R^^ is 
aryl selected from phenyl, biphenyl and naphthyl; and 
wherein R^^ is selected from lower alkyl, lower 

70 haloalkyl, aryl selected from phenyl, biphenyl and 

naphthyl, lower heterocyclyl , lower cycloalkylalkylene , 
lower alkylphenylene, lower alkenylphenylene, 
phenylpheny lene , lower phenylalkyl, lower phenylalkenyl , 
lower heterocyclylheterocyclyl , carboxyphenylene , flower 

75 alkoxyphenylene, lower alkoxycarbonylphenylene , lower 
alkylcarbonylaminophenylene , lower 
alkylcarbonylaminoheterocyclyl , lower 
phenylcarbonylaminoalkylheterocyclyl , lower 
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alkylaminophenylene , lower alkylamino, lower 

8 0 alkylaminophenylene, lower alkylsulf onylphenylene , lower 

alkylsulf onylphenylalkyl , - and lower 

phenylsulf onylheterocyclyl ; wherein said aryl selected 
from phenyl, biphenyl and naphthyl, lower heterocyclyl , 
lower cycloalkylalkylene , lower phenylalkyl, lower 
85 alkylcarbonylaminoheterocyclyl , and lower 

alkylsulf onylphenylene groups are optionally substituted 
with one or more radicals independently selected from 
lower alkyl, halo, hydroxy, lower haloalkyl, lower 
alkoxy, lower haloalkoxy, keto, amino, nitro, and cyano; 

9 0 and 

wherein R^'' is selected from hydrogen and lower 
alkyl ; and 

wherein R^^ is selected from hydrogen, lower alkyl, 
lower alkenyl, aryl selected from phenyl, biphenyl and 
95 naphthyl, lower heterocyclyl , lower phenylalkyl, lower 

alkylphenylene, lower phenylcycloalkyl, phenylphenylene , 
lower cycloalkylalkylene , lower heterocyclylalkylene, 
lower alkylheterocyclylalkylene , lower 
phenylalkylheterocyclyl , lower alkoxyalkylene, lower 
100 alkoxyphenylene , lower phenoxyphenylene, phenylcarbonyl , 
lower alkoxycarbonyl, lower alkoxycarbonylalkylene, lower 
alkoxycarbonylphenylene, lower 

alkylcarbonylcarbonylalkylene , lower alkylaminoalkylene , 
lower alkylaminophenylalkyl, lower 
105 alkylcarbonylaminoalkylene , lower alkyl thiophenylene , 
lower alkylsulf onylphenylalkyl , and lower 

aminosulf onylphenylalkyl ; wherein said aryl selected from 
phenyl, biphenyl and naphthyl; lower heterocyclyl, lower 
phenylalkyl , and lower heterocyclylalkylene groups are 
110 optionally substituted with one or more radicals 

independently selected from lower alkyl, halo, hydroxy, 
lower haloalkyl, lower alkoxy, lower haloalkoxy, keto, 
amino, nitiro, and cyano; or 

R^^ is -CR"R^^ wherein Rgj is lower alkoxycarbonyl, 
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115 and R53 is lower alkylthioalkylene ; or 

R^^ and R^® together with the nitrogen atom to which 
they are attached form a 4-8 membered ring heterocycle; 

R^^ and R*° have the same definition as R^* and R^'' in 
claim 2 ; or 

120 R^ is selected from the group consisting of 




(VI) (VII) (VIII) 

wherein 

k is an integer from 0 to 2; and 
125 R^^ is hydrogen or lower alkyl; and 

R^"' is hydrogen or lower alkyl; and 

R^® is selected from hydrogen, lower alkyl, lower 
phenylalkyl, aryl selected from phenyl, biphenyl and 
naphthyl, lower heterocyclyl , lower heterocyclylalkyl , 

13 0 lower alkoxycarbonyl , lower alkylsulf onyl , lower 

phenylalkylsulf onyl, lower phenylsulf onyl , -C(0)R^^, 
-SO2R", and -C(0)NHR^^; 

wherein R^' is selected from lower alkyl, lower 
haloalkyl, lower cycloalkyl, aryl selected from phenyl, 
135 biphenyl ajid naphthyl, lower heterocyclyl , lower 
alkylphenylene, lower phenylalkyl, lower 

alkylheterocyclyl , lower alkoxy, lower alkenoxy, loewr 
phenylalkoxy, lower alkoxyalkylene, lower 
alkoxyphenylene, lower alkoxyphenylalkyl ; wherein said 

14 0 aryl selected from phenyl, biphenyl and naphthyl, lower 

heterocyclyl, and lower • phenylalkyl groups are optionally 
substituted with one or more radicals independently 
selected from lower alkyl, halo, hydroxy, lower 
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haloalkyl, lower alkoxy, lower haloalkoxy, keto, amino, 
14 5 nitro, and cyano; and 

wherein R^*' is selected from lower alkyl, aryl 

selected from phenyl, biphenyl and .naphthyl, lower 

heterocyclyl , lower alkylphenylene, lower 

alkylheterocyclyl, lower phenylalkyl, lower 
150 heterocyclylheterocyclyl , lower alkoxyphenylene , lower 

alkylamino, lower alkylaminophenylene , lower 

alkylsulf onylphenylene, and lower 

phenylsulf onylheterocyclyl ; wherein said aryl selected 
from phenyl, biphenyl and naphthyl, lower heterocyclyl, 
155 and lower phenylalkyl groups are optionally substituted 
with one or more radicals independently selected from 
lower alkyl, halo, hydroxy, lower haloalkyl,. lower 
alkoxy, lower haloalkoxy, keto, amino, nitro, and cyano ; 
and 

160 wherein R^^ is selected from lower alkyl, aryl 

selected from phenyl , biphenyl and napthyl , lower 
alkylphenylene, and lower alkoxyphenylene ; wherein said 
aryl group is optionally substituted with one or more 
radicals independently selected from lower alkyl, halo, 
165 hydroxy, lower haloalkyl, lower alkoxy, lower haloalkoxy, 
keto, amino, nitro, and cyano; and 

R^ is selected from pyridinyl, pyrimidinyl, and 
purinyl; wherein R^ is optionally substituted with one or 
more radicals independently selected from methylthio, 
170 methylsulf inyl , methylsulf onyl , fluoro, chloro, bromo, 
aminosulf onyl , methyl, ethyl, isopropyl, tert-butyl, 
isobutyl , cyano , methoxycarbony 1 , ethoxycarbonyl , 
aminocarbonyl , methylcarbonylamino , trif luoromethyl , 
dif luoromethyl , f luoromethyl, trichloromethyl , 
175 dichloromethyl , chloromethyl , hydroxy, 
f luorophenylmethyl , f luorophenylethyl , 
chlorophenylmethyl , chlorophenylethyl , 
f luorophenylethenyl , chlorophenylethenyl , 
f luoropheny Ipyrazolyl , chlorophenylpyrazoly 1 , carboxy , 
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180 methoxy/ ethoxy, propyloxy, n-butoxy, methylamino, 
ethylamino, dimethyl ami no, diethylamino, 2- 
^ methylbutylamino , propargyl amino, aminomethyl, 
aminoethyl, N-methyl-N-phenylamino, phenylamino, 
diphenyl amino , benzylamino, phenet hyl amino , 

18 5 cy c lop ropy 1 amino, nitro, chlorosulf onyl , amino, 
methylcarbonyl , methoxycarbonylamino, 

ethoxycarbonylamino, methoxyphenylmethylamino, N,N- 
dime thylaminoethylamino , hydroxypropyl amino , 
hydroxyethylamino , imidazolylethylamino , 

190 morpholinylethylamino, (l-ethyl-2-hydroxy) ethylamino, 
piperidinylamino , pyridinylmethylamino , 
pheny Imethylpiperidinylamino , phenyl met hyl ami no , 
f luorophenylmethylamino, f luorophenylethylamino, 
methylaminocarbonyl , ethylaminocarbonyl , methylcarbonyl , 

195 methoxyphenylmethylamino, hydrazinyl, 1 -methyl - 

hydrazinyl, or -NR"R^^ wherein R" is methylcarbonyl or 
amino,* and R^^ is methyl, ethyl or pheny Imethyl ; and 

R* is selected from hydrido, cyclopropyl, ^cyclobutyl, 
cyclopentyl , cyclohexyl , cyclopropylenyl , cyclobutenyl , 

200 cyclopentenyl , cyclohexenyl, cyclohexadienyl, phenyl, 
biphenyl, morpholinyl, pyrrolidinyl , piperazinyl, 
piperidinyl, pyridinyl, thienyl, isothiazolyl , 
isoxazolyl, thiazolyl, oxazolyl, pyrimidinyl, quinolyl, 
isoquinolinyl, imidazolyl, benzimidazolyl, furyl, 

205 pyrazinyl, dihydropyranyl , dihydropyridinyl , 

dihydrof uiryl , tetrahydropyranyl , tetrahydrof uryl , 
benzofuryl, dihydrobenzof uryl , and benzodioxolyl ; wherein 
the cycloalkyl, cycloalkenyl, aryl and heterocyclyl 
groups of R* are optionally substituted with one or more 

210 radicals independently selected from methylthio, 

methylsulf inyl , methylsulfonyl, fluoro, chloro, bromo, 
methyl, ethyl, isopropyl, tert-butyl, isobutyl, ethynyl, 
methoxy, ethoxy, phenoxy, benzyloxy, trif luoromethyl , 
f luoromethyl, dif luoromethyl , amino, cyano, nitro, 

215 dimethylamino, and hydroxy; or 
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a phairtnaceutically-acceptable salt or tautomer thereof , 

7 . A compound of Claim 6 wherein 

is hydrido, methyl, ethyl, propargyl, 
hydroxyethyl , dimethylaminoethyl , diethylaminoethyl or 
morpholinylethyl ; 



5 has the formula: 



I 



•C — CCHgDj- 



H 
I 

c 



-N 



(III) 



wherein : 

* j is 0, 1 or 2; and 

m is 0; and 
1 0 i s hydrogen ; and 

R^^ is selected from hydrogen and lower alkyl ; and 
R^^ is selected from hydrogen and lower alkyl ; and 
R" is selected from lower alkyl, -CCOR^^, -CCOOR^^, 
-SOaR^^, -C(0)NR"R^\ and -SOjNR^'R*^- 
15 wherein R^^ is selected from lower alkyl, lower 

cycloalkyl, phenyl, lower heterocyclyl , lower 
alkylphenylene, lower alkoxy, lower alkenoxy, lower 
alkoxyalkylene , lower phenoxyalkylene, and lower 
phenylalkoxyalkylene ; wherein said phenyl and lower 
20 phenoxyalkylene groups. are optionally substituted with 
one or more radicals independently selected from lower 
alkyl, halo, and lower haloalkyl ; and 

wherein R^^ is selected from lower alkyl, phenyl, 
lower heterocyclyl, lower alkylphenylene, 
25 phenylphenylene, lower phenylalkyl, lower 

alkylheterocyclyl , lower heterocyclylheterocyclyl , lower 
alkoxyphenylene, and lower alkylamino; wherein said 
phenyl and lower heterocyclyl groups are optionally 
substituted with one or more radicals independently 
30 selected from lower alkyl, halo, hydroxy, lower 
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haloalkyl, lower alkoxy, lower haloalkoxy, keto, amino, 
nitro, and cyano; and 

wherein R^'' is hydrogen; and 

wherein R^® is selected from lower alkyl, phenyl, and 
3 5 lower alkylphenylene; 

wherein R^® and R*° have the same definition as R^^ and 
R^^ in claim 2; or 

R^ is selected from the group consisting of 




40 (VI) (VII) (VIII) 

wherein 

k is an integer from 0 or 1; and 

R^^ is hydrogen; and 

R^"' is hydrogen; and 
4 5 R" is selected from -C(0)R^' and -SO2R"; 

wherein R^^ is selected from lower alkyl, lower 
cycloalkyl, phenyl, lower alkylphenylene, and lower 
alkoxyalkylene ; wherein said phenyl group is optionally 
substituted with one or more radicals independently 
50 selected from lower alkyl, halo, hydroxy, lower 

haloalkyl, lower alkoxy, lower haloalkoxy, keto, amino, 
nitro, and cyano; and 

wherein R*° is selected from lower alkyl; and 

R^ is selected from pyridinyl, pyrimidinyl or 
55 quinolinyl; wherein R^ is optionally substituted with one 
or more radicals independently selected from fluoro, 
bromo, methyl, cyano, methoxycarbonyl , aminocarbonyl , 
benzyl, phenethyl, acetyl, hydroxyl, methoxy, 
dimethylamino , benzylamino , phenethylamino , aminomethyl , 
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6 0 amino, hydroxy, and methyl carbonyl ; and 

R* is selected from phenyl, quinolyl, biphenyl, 
pyridinyl, thienyl, furyl, dihydropyranyl , benzofuryl, 
dihydrcbenzof uryl , and benzodioxolyl ; wherein the 
cycloalkyl, cycloalkenyl , aryl and heterocyclyl groups of 

65 R'* are optionally substituted with one or more radicals 
independently selected from methylthio, fluoro, chloro, 
bromo, methyl, ethyl, methoxy, ethoxy, phenoxy, 
benzyloxy, trif luoromethyl , nitro, di me thy 1 amino , and 
hydroxy; or 

70 a pharmaceutically-acceptable salt or tautomer 

thereof . 

8 . A compound of Claim 7 wherein 
R^ is hydrido or methyl; and 

R^ is selected from pyridinyl, pyrimidinyl or 
quinolinyl; wherein R^ is optionally substituted with one 
5 or more radicals independently selected from fluoro, 
bromo, methyl, cyano, methoxycarbonyl , aminocarbonyl , 
benzyl, phenethyl, acetyl, hydroxyl, methoxy, 
dimethylamino, benzylamino, phenethylamino, aminomethyl , 
amino, hydroxy, and methylcarbonyl ; and 

10 R^ is selected from phenyl which is optionally 

substituted with one or more radicals independently 
selected from methylthio, fluoro, chloro, bromo, methyl, 
ethyl, methoxy, ethoxy, phenoxy, benzyloxy, 
trif luoromethyl, nitro, dimethylamino, and hydroxy; or 

15 a phannaceutically-acceptable salt or tautomer thereof. 

9. A compound of Claim 1 wherein R^ is hydrido. 
10- A compound of Claim 2 wherein R^ is hydrido. 

11. A compound of Claim 3 wherein R^ is hydrido. 

12. A compound of Claim 6 wherein R^ is hydrido. 
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13 . A compound of Claim 3 wherein is methyl or 
ethyl . 

14 . A compound of Claim 6 wherein is methyl or 
ethyl . 

15. A compound of Claim 2 wherein R^ is hydrido, 

16. A compound of Claim 3 wherein R^ is hydrido. 

17. A compound of Claim 2 wherein R* is optionally 
substituted phenyl. 

18. A compound of Claim 3 wherein R* is optionally 
substituted phenyl. 

19. A compo\xnd of Claim 6 wherein R* is optionally 
substituted phenyl . 

20. A compound of Claim 2 wherein R^ and R^ are 
selected independently from hydrido, methyl and ethyl. 

21. A compound of Claim 3 wherein R^ and R^ are 
selected independently from hydrido, methyl and ethyl 

22. A compound of Claim 2 wherein R^ and R^ are 
selected independently from hydrido, methyl and ethyl; 
and R* is optionally substituted phenyl. 

23 . A compound of Claim 3 wherein R^ and R^ are 
selected independently from hydrido, methyl and ethyl; 
and R* is optionally substituted phenyl. 

24 . A compound of Formula IX 
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wherein 

Z represents a carbon atom or a nitrogen atom; and 
5 is selected from hydrido, lower alkyl, lower 

hydroxyalkyl/ lower alkynyl, lower heterocycyl, lower 
aralkyl, lower aminoalkyl and lower alkylaminoalkyl ; and 

is selected from hydrido, lower alkyl, ao^^l 
selected from phenyl, biphenyl, and naphthyl , 5- or 6- 

10 membered heterocyclyl selected from piperidinyl, 

piperazinyl, imidazolyl, pyridinyl and morpholinyl, lower 
haloalkyl, lower hydroxyalkyl, lower alkoxycarbonyl , 
lower alkylamino, lower alkylaminoalkyl, phenylamino, 
lower aralkyl, lower aralkylamino , lower 

15 alkylaminoalkylamino, lower aminoalkyl, lower 
aminoalkylamino, lower alkynyl amino, lower 
heterocyclylamino, lower heterocyclylalkyl , lower 
heterocyclylalkylamino, lower alkylheterocyclyl , lower 
carboxycycloalkyl , lower carboxyalkylamino, lower 

2 0 alkoxyalkylamino , lower alkoxycarbonylaminoalkylamino , 
lower heterocyclylcarbonyl , lower 
alkoxycarbonylheterocyclyl, and lower 

alkoxycarbonylheterocyclylcarbonyl; wherein the aryl and 
heteroaryl groups are optionally substituted with one or 
25 more radicals independently selected from halo, lower 
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alkyl, keto, aralkyl, carboxy, lower 
alkylaminoalkylamino, lower alkynylamino, lower 
heterocyclylalkylamino, lower alkylcarbonyl and lower 
alkoxycarbonyl ; or 
3 0 is -CR^*R" wherein R^" is phenyl and R^^ is hydroxy; 

and 

R^ is selected from hydrido, lower cycloalkyl, lower 
cycloalkenyl , lower cycloalkyldienyl , 5- or G-membered 
heterocyclyl , and aryl selected from phenyl, biphenyl, 

3 5 naphthyl; wherein R* is optionally substituted at a 

substitutable position with one or more radicals 
independently selected from halo, lower alkyl, lower 
alkoxy, aryloxy, lower aralkoxy, lower haloalkyl, lower 
alkylthio, lower alkylamino, nitro, hydroxy; and 

4 0 R^ is selected from halo, amino, cyajio, 

aminocarbonyl , lower alkyl, lower alkoxy, hydroxy, lower 
aminoalkyl, lower aralkyl, lower aralkyloxy, lower 
aralkylamino, lower alkoxycarbonyl, lower alkylamino, 
lower alkylcarbonyl, lower aralkenyl, lower 

45 arylheterocyclyl, carboxy, lower eye loalkyl amino, lower 
alkoxycarbonylamino, lower alkoxyaralkylamino, lower 
alkylaminoalkylamino, lower heterocyclylamino, lower 
heterocyclylalkylamino , lower aralkylheterocyclylamino , 
lower alkylaminocarbonyl, lower alkylcarbonyl, lower 

50 alkoxyaralkylamino, hydrazinyl, and lower 

alkylhydrazinyl, or -NR^^R^^ wherein R*^ is lower 
alkylcarbonyl or amino, and R*^ is lower alkyl or lower 
phenyl alkyl ; or 

a pharmaceutically- acceptable salt or tautomer thereof. 

25. A compound of Claim 24 wherein 

R^ is selected from hydrido, methyl, ethyl, 

hydroxyethyl and propargyl ; and 

R^ is selected from hydrido, methyl, ethyl, propyl, 
5 phenyl, trif luoromethyl , hydroxyethyl, 

methoxycarbonylethyl , ethoxycarbonylethyl , N-methylamino , 
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N-dimethylamino, N- ethyl ami no, N, N-diethylaminO/ N- 
propyl amino, N-phenylamino , aminomethyl , aminoethyl , 
aminoethylamino , aminopropylamino, propargylamino, 

10 benzylamino, dimethylaminopropylamino, 

morpholinylpropylamino, morpholinylethylamino, 
piperidinyl, piperazinyl , imidazolyl, moxpholinyl, 
pyridinyl, carboxymethyl amino, methoxyethylamino, (1, 1- 
dimethyl) ethyl carbonyl , (1,1- 

15 dimethyl) e t hylcarbonylaminop ropy 1 amino, (1,1- 
dimethy 1 ) ethylcarbonyl aminoethyl amino , 
piperazinylcarbonyl , 1, 1-dimethyl- 
ethylpiperazinylcairbonyl ; wherein the phenyl, 
piperidinyl, piperazinyl, imidazolyl, morpholinyl, and 

20 pyridinyl groups are optionally substituted with one or 

more radicals independently selected from fluoro, chloro, 
bromo, keto, methyl, ethyl, trif luoromethyl , benzyl, 
methoxy, methoxycarbonyl , ethoxycarbonyl and (1,1- 
dime thyl ) ethoxycarbonyl ; and 

25 R* is selected from cyclohexyl, cyclohexenyl , 

cyclohexadienyl , phenyl, quinolyl, biphenyl, pyridinyl, 
thienyl, furyl, dihydropyranyl , benzofuryl, 
dihydrobenzof uryl , and benzodioxolyl; wherein R* is 
optionally substituted with one or more radicals 

3 0 independently selected from methyl thio, fluoro, chloro, 
bromo, methyl, ethyl, methoxy, ethoxy, phenoxy, 
benzyloxy, trif luoromethyl , nitro, dimethylamino, and 
hydroxy ; and 

R^ is selected from fluoro, chloro, bromo, methyl, 

3 5 f luorophenylethyl , f luorophenylethenyl , 

f luorophenylpyrazolyl , cyano , methoxycarbonyl , 
aminocarbonyl , acetyl, hydroxy, carboxy, methoxy, 
methylamino, dimethylamino, 2 -methylbutylamino, 
ethylamino , dimethylaminoethy lamino , hydroxypropylamino , 

4 0 hydroxye thyl amino , imidazolylamino , 

morphol inyle thyl amino , ( 1 -ethyl -2 -hydroxy) ethylamino, 
piper idiny lamino , pyridinylraethylamino , 
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phenylmethylpiperidinylamino, aminomethyl , 
cyclop ropylamino, amino, hydroxy, methylcarbonyl , 

4 5 ethoxycar-bonyl amino, me thoxyphenyl methyl ami no, 
phenylmethylamino , fluorophenylme thy 1 amino", 
f luorophenylethylamino , methylaminocarbonyl , 
methylcarbonyl , hydrazinyl, and l-methylhydrazinyl , or - 
^62j^63 v^herein R" is methylcarbonyl or amino, and R^^ is 

50 methyl or benzyl; or 

a pharmaceutically-acceptable salt or tautomer thereof* 

26. A compound of Claim 24 wherein R^ is hydrido . 

27. A compound of Claim 25 wherein R^ is hydrido. 

28. A compound of Claim 24 wherein R^ is lower alkyl. 

29. A compound of Claim 25 wherein R^ is lower alkyl. 

30. A compound of Claim 24 wherein R^ is hydrido. 

31. A compound of Claim 25 wherein R^ is hydrido. 

32. A compound of Claim 24 wherein R^ and R' are 
selected independently from hydrido, methyl and ethyl. 

33. A compound of Claim 25 wherein R^ and R^ are 
selected independently from hydrido, methyl and ethyl. 

34 . A compound of Claim 25 wherein Z represents a 
carbon atom. 

35. A compound of Formula X 
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wherein 

Z represents a carbon atom or a nitrogen atom; and 
5 is selected from lower alkyl, lower hydroxyalkyl , 

lower alkynyl, lower aminoalkyl and lower 
alkylaminoalkyl; and 

is selected from hydrido, lower alkyl, aryl 
selected from phenyl, biphenyl, and naphthyl , 5- or 6- 

10 membered heterocyclyl selected from piperidinyl, 

piperazinyl, imidazolyl, pyridinyl and morpholinyl, lower 
haloalkyl , lower hydroxyalkyl , lower alkoxycarbonyl , 
lower alkylamino, lower alkylaminoalkyl, phenylamino, 
lower aralkyl, lower aralkylamino, lower 

15 alkylaminoalkylamino, lower aminoalkyl , lower 
aminoalkylamino, lower alkynylamino, lower 
heterocyclylamino, lower heterocyclylalkyl , lower 
heterocyclylalkylamino, lower alkylheterocyclyl , lower 
carboxycycloalkyl , lower carboxyalkylamino, lower 

2 0 alkoxyalkylamino , lower alkoxycarbonylaminoalkylamino, 
lower heterocyclylcarbonyl , lower 
alkoxycarbonylheterocyclyl , and lower 

alkoxycarbonylheterocyclylcarbonyl; wherein the aryl and 
heteroaryl groups are optionally sxibstituted with one or 
25 more radicals independently selected from halo, lower 
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alkyl, keto, aralkyl , carboxy, lower 
alkylaminoalkylatnino, lower alkynylamino, lower 
heterocyclylalkylatninO/ lower alkylcarbonyl and lower 
alkoxycarbonyl ; or : - 

3 0 is -CR^^R^^ wherein R^* is phenyl and R^^ is hydroxy; 

and 

R^ is selected from 5- or 6-membered heteroaryl, and 
aryl selected from phenyl, biphenyl, and naphthyl; 
wherein R'* is optionally substituted with one or more 

3 5 radicals independently selected from halo, lower alkyl, 

lower alkoxy, aryloxy, lower aralkoxy, lower haloalkyl, 
lower alkylthio, lower alkyl amino, nitro, hydroxy; and 

R^ is selected from halo, amino, cyano, 
aminocarbonyl , lower alkyl, lower alkoxy, hydroxy, lower 

4 0 aminoalkyl, lower aralkyl, lower aralkyloxy, lower 

aralkylamino, lower alkoxycarbonyl , lower alkylamino, 
lower alkylcarbonyl, lower aralkenyl, lower 
airyUieterocyclyl, carboxy, lower cycloalkylamino, lower ' 
alkoxycarbonylamino, lower alkoxyar alkyl amino, lower - 

45 alkylaminoalkylamino, lower he terocyclyl amino, lower 

heterocyclylalkylamino, lower aralkylheterocyclylamino, 
lower alkylaminocarbonyl , lower alkylcarbonyl, lower 
alkoxyaralkylamino, hydrazinyl, and lower 
alkylhydrazinyl, or -NR^^R" wherein R^^ is lower 

50 alkylcarbonyl or amino, and R^^ is lower alkyl or lower 
phenylalkyl; or 

a pharmaceutically-acceptable salt or tautomer thereof . 

36. A compound of Claim 3 5 wherein 
55 R^ is selected from methyl, ethyl, hydroxyethyl and 

propargyl ; and 

R^ is selected from methyl, ethyl, propyl, phenyl, 
trif luoromethyl , hydroxyethyl , methoxycarbonylethyl , 
ethoxycarbony lethyl , N-methylamino , N , N-dimethylamino , N- 
60 ethylamino, N, N- diethyl amino, N-propylamino, N- 

phenylamino, aminomethyl, aminoethyl, aminoe thy 1 amino , 
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aminopropylamino, propargylaminO/ benzylamino, 
piperadinylamlno , dime thyl ami noethyl amino , 
- dimethylaminopropylamino, mo rpholinyl propyl ami no, 
65 morpholinyle thyl amino, piperidinyl, piperazinyl, 

imidazolyl , morpholinyl , pyridinyl , N-methylpiperazinyl , 
carboxymethylamino, methoxyethylamino, (1,1- 
dime thyl ) ethylcarbonyl , (1,1- 

dimethyl ) ethylcarbonyl aminopropylamino , (1,1- 

70 dimethyl) ethylcarbonylaminoethylamino, 
piperazinylcarbonyl , and 1 , 1-diraethyl- 
ethylpiperazinylcarbonyl ; wherein the phenyl, 
piperidinyl, piperazinyl, imidazolyl, morpholinyl, and 
pyridinyl groups are optionally substituted with one or 

75 more radicals independently selected from fluoro, chloro, 
bromo, keto, methyl, ethyl, trif luoromethyl, benzyl, 
methoxy , methoxycarbonyl , ethoxycarbonyl and (1,1- 
dimethyl) ethoxy car bony 1; and 

R"* is selected from phenyl, quinolyl, biphenyl, 

8 0 pyridinyl, thienyl, furyl, dihydropyranyl , benzofuryl, 

dihydrobenzof uiryl , and benzodioxolyl ; wherein R* is 
optionally substituted with one or more radicals 
independently selected from methylthio, fluoro, chloro, 
bromo, methyl, ethyl, methoxy, ethoxy, phenoxy, 
85 benzyloxy, trif luoromethyl , nitro, dimethylamino, and 
hydroxy ; and 

R^ is selected from fluoro, chloro, bromo, methyl, 
f luorophenylethyl , f luorophenylethenyl , 
f luorophenylpyrazolyl , cyano, methoxycarbonyl , 
90 aminocarbonyl , acetyl, hydroxy, carboxy, methoxy, 
methylamino, dimethylamino, 2 -methylbutylamino , 
ethylamino , dime thyl ami no ethyl amino , hydroxyp ropy 1 amino , 
hydroxyethylamino, propargyl amino, imidazolylamino, 
morphol iny let hylamino , (1 - ethyl - 2 -hydroxy) ethylamino , 

9 5 piper idinylamino , pyridinylme thyl amino , 

phenylme thylpiperidinylamino , aminomethyl , 
cyclopropylamino, amino, hydroxy, methylcarbonyl. 
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100 



e thoxycarbonylatnino , methoxyphenylme thylamino , 
phenylmethylamino, f luorophenylmethylamino, 
f luorophenylethylamino, methylaminbcarbonyl , 



methylcarbonyl , hydrazinyl , and 1-methylhydrazinyl , or - 
NR"R*^ wherein R" is methylcarbonyl or. amino, and R*^ is 
methyl or benzyl; or 

a pharmaceutically-acceptable salt or tautomer thereof. 

37. A compound of Claim 3 5 wherein R^ is lower alkyl . 

38. A compound of Claim 3 6 wherein R^ is lower alkyl. 

39. A compound of Claim 3 5 wherein R^ is hydrido. 

40. A compound of Claim 36 wherein R^ is hydrido. 

41. A compound of Claim 35 wherein R^ is methyl or 
ethyl, and R^ is selected from hydrido, methyl and ethyl. 

42. A compound of Claim 36 wherein R^ is methyl or 
ethyl, and R^ is selected from hydrido, methyl and ethyl. 

43 . A compound of Claim 35 wherein Z represents a 
carbon atom. 

44 . A compound of Formula XI 




(XI) 
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wherein 

Z represents a carbon atom or a nitrogen atom; and 
5 is selected from lower alkyl, lower hydroxyalkyl , 

lower alkynyl, lower aminoalkyl and lower 
alkylaminoalkyl ; and 

is selected from hydrido, lower alkyl, aryl 
selected from phenyl, biphenyl , and naphthyl, 5- or 6- 

10 membered heterocyclyl selected from piperidinyl , 

piperazinyl, imidazolyl, pyridinyl and morpholinyl, lower 
haloalkyl , lower hydroxy alkyl , lower alkoxycarbonyl , 
lower alkylamino, lower alkylaminoalkyl, phenylamino, 
lower aralkyl, lower aralkylamino, lower 

15 alkylaminoalkylamino, lower aminoalkyl, lower 
aminoalkylamino, lower alkynylamino, lower 
heterocyclylamino, lower heterocyclylalkyl , lower 
heterocyclylalkylamino, lower alkylheterocyclyl , lower 
carboxycycloalkyl , lower carboxyalkyl amino, lower 

2 0 alkoxyalkylamino, lower alkoxycarbonyl ami no alkyl amino, 

lower heterocyclylcarbonyl, lower 
alkoxycarbonylheterocyclyl, and lower 

alkoxycarbonylheterocyclylcarbonyl; wherein the aryl and 
heteroaryl groups are optionally substituted with one or 
25 more radicals independently selected from halo, lower 
alkyl, keto, aralkyl, carboxy, lower 
alkylaminoalkylamino, lower alkynylamino , lower 
heterocyclylalkylamino, lower alkylcarbonyl and lower 
alkoxycarbonyl ; or 

3 0 is -CR^*R^^ wherein R^* is phenyl and R^^ is hydroxy; 

and 

R* is selected from 5- or 6-membered heteroaryl, and 
aryl selected from phenyl, biphenyl, and naphthyl; 
wherein R"* is optionally substituted with one or more 
35 radicals independently selected from halo, lower alkyl, 
lower alkoxy, aryloxy, lower aralkoxy, lower haloalkyl, 
lower alkylthio, lower alkylamino, nitro, hydroxy; and 
R^ is selected from halo, amino, cyano. 
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aminocarbonyl, lower alkyl , lower alkoxy, hydroxy, lower 
40 aminoalkyl, lower aralkyl, lower aralkyloxy, lower 

aralkylamino, lower alkoxycarbonyl , lower alkylamino, ' 
lower alkylcarbonyl , lower aralkenyl, lower • 
arylheterocyclyl , carboxy, lower cycloalkylamino, lower 
alkoxycarbonylamino, lower alkoxyaralkylamino, lower 
45 alkylaminoalkylamino, lower heterocyclylamino, lower 

heterocyclylalkylamino , lower aralkylheterocyclylamino , 
lower alkylaminocarbonyl, lower alkylcarbonyl , lower 
alkoxyaralkylamino, hydrazinyl, and lower 
alkylhydrazinyl, or -NR"R" wherein R" is lower 
50 alkylcarbonyl or amino, and R" is lower alkyl or lower 
phenylalkyl; or 

a pharmaceutically- acceptable salt or tautomer thereof . 
45* A compound of Claim 44 wherein 

R^ is selected from methyl, ethyl, hydroxyethyl and 
propargyl; and 

R^ is selected from methyl, ethyl, propyl, phenyl, 
5 trif luoromethyl, hydroxyethyl, methoxycarbonylethyl , 

ethoxycarbonylethyl , N-methylamino, N,Nr-dimethylamino, N- 
ethylamino, N, N-diethylamino, N-propylamino, N- 
pheny lamino , aminomethyl , aminoethyl , aminoethylamino , 
aminopropylamino , propargylamino , benzylamino, 

10 dimethylaminopropylamino , morpholinylpropylamino , 
morpholinylethylamino, piperidinyl, piperazinyl, 
imidazolyl, morpholinyl, pyridinyl, carboxymethylamino, 
methoxyethylamino , (1,1 -dimethyl ) ethylcarbonyl , (1,1- 
dimethyl ) ethylcarbonyl aminopropylamino , (1,1- 

15 dimethyl) ethylcarbonyl aminoethyl amino, 
piperazinylcarbonyl , 1, 1-dimethyl- 
ethylpiperazinylcarbonyl ; wherein the phenyl, 
piperidinyl, piperazinyl, imidazolyl, morpholinyl, and 
pyridinyl groups are optionally substituted with one or 

20 more radicals independently selected from fluoro, chloro, 
bromo, keto, methyl, ethyl, trif luoromethyl , benzyl. 
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methoxy, methoxycarbonyl , ethoxycarbonyl and (1,1- 
dimethyl ) ethoxycar-bonyl ; 

is selected from phenyl, quinolyl, biphenyl , 
25 pyridinyl, thienyl, f uryl , dihydropyranylv benzofuryl, 
dihydirobenzof uryl , and benzodioxolyl ; wherein is 
optionally substituted with one or more radicals 
independently selected from methylthio, fluoro, chloro, 
bromo, methyl, ethyl, methoxy, ethoxy, phenoxy, 

3 0 benzyloxy, trif luoromethyl, nitro, dimethylamino, and 

hydroxy ; and 

R^ is selected from fluoro, chloro, bromo, methyl, 
f luorophenylethyl , f luorophenylethenyl , 
f luorophenylpyrazolyl , cyano , methoxycarbonyl , 
35 aminocarbonyl , acetyl, hydroxy, carboxy, methoxy, 
methylamino , dimethylamino , 2 -methy Ibutylamino , 
ethy lamino , dimethylaminoethylamino , hydroxypropy lamino , 
hydroxyethylamino , imidazolylamino , 

morphblinylethylamino , ( 1 -ethyl - 2 - hydroxy) ethylamino , 

4 0 piperidiny lamino, pyridinylmethy lamino, 

phenylmethylpiperidinylamino , aminomethyl , 
cyclopropylamino , amino , hydroxy , methy Icarbonyl , 
ethoxycarbony lamino, me thoxyphenylme thy lamino , 
phenylmethylamino, f luorophenylmethylamino, 
45 f luorophenylethylamino, methylaminocarbonyl , 

methyicarbonyi , hydrazinyl, and 1 -me thy 1 hydra z inyl , or - 
jjp^62j^63 wherein R*^ is methyicarbonyi or amino, and R^^ is 
methyl or benzyl ; or 

a pharmaceutically-acceptable salt or tautomer thereof. 

46. A compound of Claim 44 wherein R^ is lower alkyl . 

47. A compound of Claim 45 wherein R^ is lower alkyl. 

48. A compound of Claim 44 wherein R^ is hydrido . 

49. A compound of Claim 45 wherein R^ is hydrido. 
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50. A compound of Claim 44 wherein is methyl or 
ethyl, and is selected from hydrido, methyl and ethyl. 

51. A compound of Claim 45 wherein R^ is methyl or 
ethyl, and R^ is selected from hydrido, methyl and ethyl. 

52. A compound of Claim 44 wherein Z represents a 
carbon atom. 

53 . A compound of Formula IX 




(IX) 



wherein 

2 represents a carbon atom or a nitrogen atom; and 
5 R^ is selected from hydrido, lower alkyl, lower 

hydroxyalkyl , lower alkynyl, lower aminoalkyl and lower 
alkylaminoalkyl ; and 

R^ is selected front hydrido, lower alkyl, aryl 
selected from phenyl, biphenyl, and naphthyl , 5- or 6- 
10 membered heterocyclyl selected from piperidinyl, 

piperazinyl, imidazolyl, pyridinyl and morpholinyl, lower 
haloalkyl, lower hydroxyalkyl , lower alkoxycarbonyl , 
lower alkylamino, lower alkylaminoalkyl, phenylamino, 
lower aralkyl, lower aralkylamino, lower 
15 alkylaminoalkylamino, lower aminoalkyl, lower 
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atninoalkylamino, lower alkynylamino, lower 
heterocyclylamino, lower heterocyclylalkyl , lower 
heteroeyclylalkylamino, lower alkylheterocyclyl , lower 
carboxycycloalkyl, lower carboxyalkylamino, lower 
0 alkoxyalkylamino, lower alkoxycarbonylaminoalkylamino, 
lower heterocyclylcarbonyl , lower 
alkoxycarbonylheterocyclyl , and lower 

alkoxycarbonylheterocyclylcarbonyl ; wherein the aryl amd 
heteroaryl groups are optionally substituted with one or 

5 more radicals independently selected from halo, lower 
alkyl, keto, aralkyl, carboxy, lower 
alkylaminoalkylamino, lower alkynylamino , lower 
heterocyclylalkylamino, lower alkylcarbonyl and lower* 
alkoxycarbonyl ; or 

0 is -CR^*r55 wherein R=* is phenyl and R=^ is hydroxy; 

and 

R* is phenyl that is optionally substituted with one 
or more radicals independently selected from halo, lower 
alkyl, lower alkoxy, aryloxy, lower aralkoxy, lower 

5 haloalkyl, lower alkylthio, lower alkylamino, nitro, 
hydroxy ; and 

R^ is selected from halo, amino, cyano, 
aminocarbonyl , lower alkyl, lower alkoxy, hydroxy, lower 
aminoalkyl, lower aralkyl, lower aralkyloxy, lower 

0 aralkylamino, lower alkoxycarbonyl, lower alkylamino, 
lower alkylcarbonyl, lower aralkenyl, lower 
arylheterocyclyl, carboxy, lower cycloalkylamino, lower 
alkoxycarbonylamino, lower alkoxy aralkylamino, lower 
alkylaminoalkylamino, lower he terocyclyl amino, lower 

:5 heterocyclylalkylamino, lower aralkylheterocyclylamino , 
lower alkylaminocarbonyl, lower alkylcarbonyl, lower 
alkoxyaralkylamino, hydrazinyl, and lower 
alkylhydrazinyl , or -NR"R^^ wherein R" is lower 
alkylcarbonyl or amino, and R^^ is lower alkyl or lower 

>0 phenylalkyl; or 

a pharmaceutically-acceptable salt or tautomer 
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thereof . 

54 . A compound of Claim 53 wherein 
-R^ is selected from hydrido, methyl, ethyl, 
hydroxy ethyl and propargyl ; 

is selected from methyl, ethyl, propyl, phenyl, 
5 trif luoromethyl , hydroxyethyl , methoxycarbonylethyl , 

ethoxycarbonylethyl , N-methylamino , N, N-dimethylamino , N- 
ethylamino, N, N-diethylamino, N -propyl amino , N- 
phenyla'mino , aminomethyl , aminoethyl , aminoethylamino , 
aminopropylamino , propargylamino , benzylamino , 
10 dimethylaminopropylamino , morpholinylpropyl amino , 
morpholinylethylamino , piperidinyl , piperaz inyl , 
imidazolyl , morpholinyl , pyridinyl , carboxymethylamino , 
met hoxyethyl amino, (1, 1- dimethyl) ethylcarbonyl , (1,1- 
dimethyl ) ethylcarbonylaminopropylamino , (1,1- 
15 dimethyl) ethylcarbonylaminoethyl amino, 
piper^zinylcarbonyl, 1, 1-dimethyl- 
ethylpiperazinylcarbonyl ; wherein the phenyl, 
piperidinyl, piperazinyl, imidazolyl, morpholinyl, and 
pyridinyl groups are optionally substituted with one or 
20 more radicals independently selected from fluoro, chloro, 
bromo, keto, methyl, ethyl, trif luoromethyl , benzyl, 
methoxy, methoxycarbonyl , ethoxycarbonyl and (1,1- 
dimethyl) ethoxycarbonyl; 

R* is phenyl that is optionally substituted with one 
25 or more radicals independently selected from methylthio, 
fluoro, chloro, bromo, methyl, ethyl, methoxy, ethoxy, 
phenoxy, benzyloxy, trif luoromethyl, nitro, 
dimethylamino, and hydroxy; and 

R^ is selected from' fluoro, chloro, bromo, methyl, 
30 f luorophenylethyl, f luorophenylethenyl , 

f luorophenylpyrazolyl , cyano , methoxycarbonyl , 
aminocarbonyl, acetyl, hydroxy, carboxy, methoxy, 
methylamino, dimethylamino, 2-methylbutylamino, 
ethy lamino , dimethylaminoethy lamino , hydroxypropylamino , 
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3 5 hydroxyethyl amino, i m i da zolyl amino, 

moirpholinylethylamino, ( 1 -ethyl -2 -hydroxy) ethylamino, 
piperidinylamino, pyridinylmethyl amino, 
phenylmethylpipearidinylamino/ aminomethyl, — 
eye lop ropy 1 amino, amino, hydroxy, methylcarbonyl , 

4 0 ethoxycarbonylamino , methoxyphenylmethylamino , 

phenylmethylamino, f luorophenylmethylamino, 
f luorophenylethylamino , methylaminocarbonyl , 
methylcarbonyl, hydrazinyl, and 1-methylhydrazinyl, or - 
NR^^R" wherein R*^ is methylcarbonyl or amino, and R^^ is 
45 methyl or benzyl; or 

a pharmaceutically- acceptable salt or tautomer 
thereof . 

55 . A compound of Claim 53 wherein R^ is hydrido or 
lower alkyl . 

56 . A compound of Claim 54 wherein B} is hydrido or 
lower alkyl . 

57. A compound of Claim 53 wherein R^ is hydrido. 

58. A compound of Claim 54 wherein R^ is hydrido. 

59. A cbmpoiind of Claim 53 wherein R^ is hydrido. 

60. A compound of Claim 54 wherein R^ is hydrido. 

61. A compound of Claim 53 wherein R* is phenyl 
substituted with one or more fluoro, chloro or bromo. 

62. A compound of Claim 54 wherein R* is phenyl 
substituted with one or more fluoro, chloro or bromo, 

63. A compound of Claim 53 wherein R^ and R^ are 
selected independently from hydrido, methyl and ethyl. 
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64 . A compound of Claim 54 wherein and are 
selected independently from hydrido, methyl and ethyl. 

65. * A compound of Claim 53 wherein Z represents a' 
carbon atom. 

66. A compound of Formula IX 

>5 




(IX) 



wherein 

Z represents a carbon atom or a nitrogen atom; and 
5 R^ is selected from hydrido/ lower alkyl, lower 

hydroxyalkyl and lower alkynyl; and 

R^ is selected from hydrido and lower alkyl; and 
R* is selected from phenyl and benzodioxolyl; wherein 
phenyl is optionally substituted with one or more halo 
1 0 radicals ; and 

R^ is selected from hydrido, halo and 
alkylhydrazinyl ; or 

a pharmaceutically-acceptable salt or tautomer thereof. 

67, A compound of Claim 66 wherein 
Z represents a carbon atom; and 

R^ is selected from hydrido, methyl, hydroxyethyl , 
propargyl; and 
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5 is hydrido; and 

R* is selected from phenyl and benzodioxolyl ; wherein 
phenyl is optionally substituted with one or more 
' radicals independently selected from chloro, fluoro and 
bromo ; and 

10 R^ is selected from "hydrido, fluoro, and 1- 

methylhydrazinyl ; or 

a pharmaceutically-acceptable salt or tautomer 
thereof . 

68. A compound of Claim 67 wherein 

Z represents a carbon atom; and 

R^ is selected from hydrido and methyl; and 

R^ is hydrido; and 
5 R^ is selected from phenyl that is optionally 

substituted with one or more radicals independently 
selected from chloro, fluoro and bromo; and 

R^is selected from hydrido and fluoro; or 
a pharmaceutically-acceptable salt or tautomer thereof, 

69- A compound of Claim 1 selected from compounds, 
their tautomers and their pharmaceutical ly acceptable 
salts, of the group consisting of 

4- [5- (3 -f luoro-4 -methoxyphenyl) -3 -methyl-lH-pyrazol-4 - 
5 yl] pyridine; 

4- { 3 -methyl -5 -phenyl -IH-pyrazol" 4 -yl) pyridine; 
4- [5-methyl-3- (2-methylphenyl) - IH-pyrazol- 4 -yl] pyridine; 
4- [3- (4-f luorophenyl) - 5 -methyl -IH-pyrazol- 4 -yl] pyridine ; 
4- [5-methyl-3- (4-methylphenyl) -lH-pyrazol-4-yl] pyridine ; 
10 4- [5-methyl-3- [4- ( methyl thio) phenyl] -lH-pyrazol-4- 
yl] pyridine ; 

4- [3- (4-chlorohpenyl) - 5 -methyl -IH-pyrazol- 4 -yl] pyridine ; 
4- [3-methyl-5- (3 -methylphenyl) -lH-pyrazol-4 -yl] pyridine ; 
4- [5- (2 , 5-dimethylphenyi) -3 -methyl -IH-pyrazol -4 - 
15 yl] pyridine; 

4- [5- (1, 3 -benzodioxol-5-yl) -3 -methyl -IH-pyrazol -4- 
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yl] pyridine; 

4- [3-methyl-5- (4-phenoxyphenyl) - IH -pyrazol - 4 -yl] pyridine ; 
4- [5- [ (1, 1' -biphenyl) -4-yl) -3 -methyl-lH-pyra2ol-4- 
0 yl ] pyridine ; 

4- t3-Tnethyl-5- [3- (phenoxyphenyl) -lH-pyrazol-4 - 
yl ] pyridine ; 

4- [3-met:hyl-5- [3- (phenylmethoxy) phenyl] -lH-pyra2ol-4 - 
yl] pyridine ; 

5 4- [3-Tnethyl-5- [2- (phenylmethoxy) phenyl] -lH-pyrazol-4 - 
yl] pyridine ; 

2- [3-methyl-4- (4 -pyridinyl ) - IH-pyrazol -4-yl] phenol ; 

3- [3-methyl-4- (4 -pyridinyl) - IH-pyrazol -4-yl] phenol ; 
1 - hydroxy- 4 - ( 3 -methyl - 5 -phenyl - IH-pyrazol - 4 - 

0 yl ] pyr idinium ; 

5- (4-f luorophenyl) -N, N-dimethyl-4- (4-pyridinyl) -IH- 
pyrazol - 3 - amine ; 

5- (4-f luorophenyl) -N-phenyl-4- {4-pyridinyl) - IH-pyrazol -3- 
amine; 4- [5- (4-f luorophenyl) -3 -phenyl -IH-pyrazol -4- 
5 y 1 ] pyridine ; 

4- [5- (3-methylphenyl) -3- (trif luoromethyl) - IH-pyrazol -4- 
yl] pyridine; 4- [3- (4-f luorophenyl) -4- (4-pyridinyl) -IH- 
pyrazol -5 -yl] pyridine ; 

4- (5-cyclohexyl) -3 -methyl -IH-pyrazol -4-yl) pyridine ; 
0 4- [5- (3 -f luoro-5-methoxyphenyl) -3-methyl-lH-pyrazol-4 - 
yl] pyridine ; 

4- [5- (3-methylphenyl) - 3 -propyl -IH-pyrazol -4 -yl] pyridine ; 
4- [ (3-methyl-5-phenyl-lH-pyrazol-4-yl) methyl] pyridine; 
4- [3 , 5 -bis (3-methylphenyl) - IH-pyrazol- 4 -yl] pyridine; 
5 4_ [4-methyl-2- ( 2 -trif luorophenyl) - lH-pyrazol-4 - 
yl] pyridine; 

4- [3- (2-chlorophenyl) - 5 -methyl- IH-pyrazol -4 -yl] pyridine ; 
4- [5-methyl-3- (2 , 4 -dimethylphenyl) - lH-pyrazol-4 - 
yl] pyridine ; 

iO 4- [5- (4-chlorophenyl) - 1 , 3 -dimethyl - IH-pyrazol -4 - 
yl] pyridine; 

4- [3- (3-f luoro-2-methylphenyl) - 5-methyl-lH-pyrazol-4 - 
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yl] pyridine; 

4- [3- (3 , 5-dimethylphenyl) -5-methyl-lH-pyra2ol-4 - 
55 y 1 ] pyridine ; 

4- [3- (3 , 5-dimethoxyphenyl) -5-methyl-lH-pyra2ol-4- 
yl] pyridine; 

4- [5-methyl-3- (3-nit:rophenyl) -lH-pyrazol-4-yl] pyridine; 
N,N-dimethyl-4- [5 -methyl-4 - (4-pyridinyl) -lH-pyra2ol-3 
6 0 yl ] benzenamine ; 

4- [3- (2 , 3-dihydrobenzofuran-5-yl) -5-methyl-lH-pyrazol-4- 
yl] pyridine ; 

4- [3- (4-bromophenyl) - 5 -methyl -IH-pyrazol- 4 -yl] pyridine ; 
4- [3- (2-f luorophenyl) - 5 -methyl- lH-pyrazol-4-yl] pyridine; 
65 4- [3- (3 -f luorophenyl) -5-methyl-lH-pyrazol-4-yl] pyridine; 
4- [3-methyl-5- [3- (trifluoromethyl) phenyl] -lH-pyra2ol-4 
yl] pyridine; 

4 - ( 3 - ethyl - 4 -phenyl - IH-pyrazol -4 -yl ) pyridine ; 
4- [5- {3-methoxyphenyl) -3 -methyl -IH-pyrazol -4 -yl } pyridine ; 
70 4- [3-ethyl-5- {3 -methylphenyl) - IH-pyrazol- 4 -yl] pyridine ; 
4- [5- (3 , 4 -dif luorophenyl) -3-methyl-lH-pyrazol-4- 
yl] pyridine ; 

4- [5- (3-ethoxyphenyl) -3 -methyl - IH-pyrazol -4 -yl] pyridine; 
4- [3-methyl-5- [4- (trifluoromethyl) phenyl] -IH-pyrazol -4- 
75 yl] pyridine; 

4- [3-methyl-5- (3-thienyl) -lH-pyrazol-4-yl] pyridine ; 
4- [5- (2 , 4-dichlorophenyl) -3 -methyl -lH-pyra2ol-4- 
yl] pyridine ; 

4- [5- (3 -chlorophenyl) -3 -methyl -IH-pyrazol -4 -yl] pyridine ; 
80 4- [5- (3 -chloro-4-methoxyphenyl) -3 -methyl- IH-pyrazol -4 - 
yl] pyridine ; 

ethyl 3- (4 -chlorophenyl) -4- (4-pyridinyl) -lH-pyrazole-5- 
propanoate; 

4- [3- (4 -f luorophenyl) - 1-methyl-pyrazol -4 -yl] pyridine ; 

85 5- [5- (3 -chlorophenyl) -3 -methyl- IH-pyrazol -4 -yl] pyrimidin- 
2 -amine ; 

5- [3-methyl-5- ( 3 -methylphenyl) - IH-pyrazol -4 -yl] pyrimidin- 
2 -amine ; 
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5- [3 -methyl -5- (2 -tnethylphenyl) -lH-pyrazol-4 -yl] pyrimidin 
90 2 -amine; 

5- [5- (4-chloarophenyl) -3 -methyl -iH-pyrazol- 4 -yl] pyrimidin 
2 -amine ; 

5- [5- (4-f luorophenyl) -3 -methyl-lH-pyrazol-4 -yl J pyrimidin 
2 -amine; 

95 5- [5- (4-methoxyphenyl) -3-methyl-lH-pyrazol-4- 
yl] pyrimidin- 2 -amine; 

5- [5- (3-chlorophenyl) -3 -methyl-lH-pyrazol-4 -yl] pyridin-2 
amine ; 

4- [5- {3-chlorophenyl) -3-methyl-lH-pyrazol-4-yl] pyridin-2 
100 amine; 

4- [5- {3-methylphenyl) -3 -methyl -IH-pyrazol- 4 -yl] pyridin-2 
amine; 

4- [5- (2-methylphenyl) -3 -methyl-lH-pyrazol -4 -yl) pyridin-2 
amine; 

105 4- [5- (4-chlorophenyl) -3 -methyl- IH-pyrazol- 4 -yl] pyridin-2 
amine; 

4- [5- (4-f luorophenyl) - 3 -methyl -IH-pyrazol- 4 -yl] pyridin-2 
amine ; 

4- [5- (4-methoxyphenyl) -3-methyl-lH-pyrazol-4-yl] pyridin- 
110 2 -amine; 

5- [5- {3-chlorophenyl) -3 -methyl- IH-pyrazol -4 -yl] -2- 
methoxypyridine ; 

2-methoxy-5- [3-methyl-5- {3-methylphenyl) - IH-pyrazol -4 - 
yl] pyridine; 

115 2-methoxy-5- [5- (4-methoxyphenyl) -3 -methyl-lH-pyrazol-4- 
yl] pyridine; 

4- [5- (3-chlorophenyl) -3 -methyl-lH-pyrazol-4-yl] -2- 
methoxypyridine ; 

2-methoxy-4- [3-methyl-5- (3-methylphenyl) - IH-pyrazol -4 - 
120 yl] pyridine; 

2-methoxy-4- [3-methyl-5- (2-methylphenyl) - IH-pyrazol -4 - 
yl] pyridine; 

4- [5- (4-chlorophenyl) -3 -methyl -IH-pyrazol -4 -yl] -2- 
methoxypyridine ; 
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125 4- [5- (4-f luorophenyl) -3 -methyl-lH-pyr-azol-4 -yl] -2- 
methoxypyridine ; 

2-methoxy-4- [3-tnethyl-5- (4-methylphenyl) -lH-pyra2ol-4 - 
yl ] pyridine ; 

5- [5- (3-chlorophenyl) -3 -methyl-lH-pyrazol-4-yl] pyridin-2 
130 ol; 

4- [5- (3-chlorophenyl) -3 7methyl-lH-pyi:azol-4-yl] pyridin-2 
ol; 

4- [5- (3-methylphenyl) -3-methyl-lH-pyrazol-4-yl] pyridin-2 
ol; 

135 4- [5- (2-tnethylphenyl) -3-methyl-lH-pyrazol-4-yl] pyridin-2 
- ol; 

4- [5- (4-chlorophenyl) -3 -methyl-lH-pyrazol -4 -yl] pyridin-2 
ol; 

4- [5- (4-f luorophenyl) -3 -inethyl-lH-pyra2ol-4-yl] pyridin-2 
140 ol; 

4- [5- (4-methoxyphenyl) -3 -met:hyl-lH-pyrazol-4-yl] pyridin- 
2-ol; 

5- [5- (3-chlorophenyl) -3 -methyl -IH-pyrazol -4 -yl] pyridine - 
2 -methanamine ; 

14 5 4- [5- (3-chlorophenyl) -3 -methyl -IH-pyrazol- 4 -yl] pyridine - 

2 -methanamine ; 

4- [5- (3-methylphenyl) -3 -methyl -IH-pyrazol -4 -yl] pyridine - 
2 -methanamine ; 

4- [5- (2-methylphenyl) -3 -methyl -IH-pyrazol -4 -yl] pyridine - 

15 0 2 -methanamine ; 

4- [5- (4-chlorophenyl) -3 -methyl- IH-pyrazol -4 -yl] pyridine - 
2 - me t hanamine ; 

4- [5- (4-f luorophenyl) -3 -methyl- lH-pyrazol-4 -yl] pyridine - 
2 -methanamine ; 

155 4-[5- (4-methoxyphenyl) - 3 -methyl -IH-pyrazol -4 -yl] pyridine 
2 - me t hanami ne ; 

5- [5- (3-chlorophenyl) -3 -methyl -IH-pyrazol -4 -yl] pyridine - 
2 -carboxamide ; 

4- [5- (3-chlorophenyl) -3 -methyl -IH-pyrazol -4 -yl] pyridine - 

16 0 2 -carboxamide ; 
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4- [5- (3-met:hylphenyl) -3 -methyl -iH-pyrazol- 4 -yl] pyridine - 
2 - carboxamide ; 

4- [5- (2-methylphenyl) -3-methyl-lH-pyrazol-4-yl] pyridine- 
2 - carboxamide ; 

165 4- [5- (4-chlorophenyl) -3 -methyl -IH-pyrazol -4 -yl] pyridine - 
2 - carboxamide ; 

4- [5- (4-f luorophenyl) - 3 -methyl -IH-pyrazol- 4 -yl] pyridine - 
2 - c ar boxamide ; 

4- [5- (4-methoxyphenyl) - 3 -methyl -IH-pyrazol -4 -yl] pyridine - 
170 2 - c ar boxamide ; 

4- [5-'(3-f luoro-4-methoxyphenyl) -3 -methyl -IH-pyrazol -4- 
yl] pyridine ; 

4- [5- (4-f luoro-3-methoxyphenyl) -3-methyl-lH-pyrazol-4- 
yl] pyridine ; 

175 4- [5- (4-chloro-3 -methoxyphenyl) -3 -methyl -IH-pyrazol -4- 
yl] pyridine ; 

4- [5- (2, 3-dihydrobenzofuran-6-yl) -3 -methyl -lH-pyrazol-4- 
yl] pyridine; 

4- [5- (benzofuran-6-yl) -3 -methyl -IH-pyrazol -4 -yl] pyridine ; 
180 4- [5- (3-fluoro- 5- methoxyphenyl) -3 -methyl- IH-pyrazol -4- 
yl] pyridine ; 

4- [5- ( 3 -chloro-5 -methoxyphenyl) -3 -methyl -IH-pyrazol -4- 
y 1 ] pyridine ; 

4- [5- (1-cyclohexyen-l-yl) -3 -methyl-lH-pyrazol-4- 

18 5 yl ] pyridine ; 

4- [5- (1, 3-cyclohexadien-l-yl) -3-methyl-lH-pyrazol-4- 
yl ] pyridine ; 

4- [5- (5 , 6-dihydro-2H-pyran-4-yl) -3 -methyl- IH-pyrazol -4 - 
yl] pyridine ; 

19 0 4- (5 -cyclohexyl- 3 -methyl -IH-pyrazol -4 -yl ) pyridine ; 

4- [5- (4 -methoxy-3 -methylphenyl) - 3 -methyl- lH-pyrazol-4 - 
yl]pyridine; 

4- [5- ( 3 -methoxy-4 -methylphenyl) -3 -methyl- IH-pyrazol -4 - 
yl] pyridine ; 

195 4- [5- ( 3 -methoxy- 5 -methylphenyl) -3 -methyl -IH-pyrazol -4 - 
yl] pyridine ; 
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4- [5- O-furyl) -3 -methyl -IH-pyrazol- 4 -yl] pyridine ; 

2 -methyl -4- (3 -methyl-5-phenyl-lH-pyirazol-4 -yl) pyridine ; 

2 - methoxy-4 - ( 3 -methyl - 5 -phenyl - IH-pyrazol - 4 -yl ) pyridine ; 
200 methyl 4- (3-methyl-5-phenyl-lH-pyrazol-4 -yl) pyri-dine- 2 - 

carboxylate ; 

4 - ( 3 -methyl - 5 -phenyl - IH-pyrazol - 4 -yl ) pyridine- 2 - 
carboxamide ; 

1- [4- (3-methyl-5-phenyl-lH-pyrazol-4-yl)pyridin-2- 
205 yljethanone; 

N, N-dimethyl- 4 - ( 3 -methyl - 5 -phenyl- IH-pyrazol - 2 - 
yl) pyridin-2-amine; 

3 -methyl -4 - ( 3 -methyl - 5 -phenyl - IH-pyrazol -4 -yl ) pyridine ; 

3 -methoxy- 4 - ( 3 -methyl - 5 -phenyl - IH-pyrazol -4 -yl ) pyridine ; 
210 methyl 4- (3-methyl-5-phenyl-lH-pyrazol-4-yl) pyridine-3- 

carboxylate ; 

4 - { 3 -methyl - 5 -phenyl - IH-pyrazol - 4 -yl ) pyridine - 3 - 
carboxamide ; 

1- [4- (3-methyl-5-phenyl-lH-pyrazol-4-yl)pyridin-3- 
215 yl]ethanone; 

3- bromo-4- (3 -methyl -5 -phenyl -IH-pyrazol -4 -yl) pyridine; 
N , N-dimethyl -4 - ( 3 -methyl - 5 -phenyl - IH-pyrazol - 2 - 

yl) pyridin-3 - amine ; 

2 -methyl - 4 - ( 3 -methyl - 5 -phenyl - IH-pyrazol -4 -yl ) pyrimidine 
22 0 4 - ( 3 -methyl - 5 -phenyl - IH-pyrazol - 4 -yl ) pyrimidine ; 

2 - methoxy- 4- (3 -methyl- 5 -phenyl -lH-pyrazol-4 - 
yl ) pyrimidine ; 

4 - ( 3 -methyl - 5 -phenyl - IH-pyrazol -4 -yl ) pyrimidin- 2 - amine ; 
N, N-dimethyl-4- ( 3 -methyl -5 -phenyl- lH-pyrazol-4 - 
225 yl) pyrimidin- 2 -amine ; 

4- (5 , 6-dihydro-2H-pyran-4-yl) - 3 -methyl -5 -phenyl- IH- 
pyrazol e ; 

3 - methyl -5 -phenyl -4- (3-thienyl) - IH-pyrazole ; 

4- (3-furyl) -3 -methyl - 5 -phenyl -IH-pyrazole ; 
230 3-methyl-5-phenyl-4- (2-thienyl) -IH-pyrazole; 

4- (2-furyl) -3 -methyl -5 -phenyl -IH-pyrazole ; 

4- (3-isothiazolyl) -3 -methyl -5 -phenyl -IH-pyrazole 
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4- (3-isoxazolyl) -3 -methyl -5 -phenyl -IH-pyrazole ; 
4- (5-isothiazolyl) -3 -methyl -5 -phenyl -IH-pyrazole ; 

23 5 4- (5-isoxazolyl) -3 -methyl -5 -phenyl -IH-pyrazole; 

3 -methyl -5 -phenyl -4- (5-thiazolyl) -IH-pyrazole; 

3 - methyl -4- (5-oxazolyl) - 5 -phenyl -IH-pyrazole ; 

4- [3- (4 -fluor ©phenyl) - IH-pyrazol- 4 -yl] pyridine ; 

2 -methyl -4- [3- (3 -methylphenyl) - IH-pyrazol- 4 -yl] pyridine ; 

24 0 4 - ( 1 - met hy 1 - 3 - phenyl - IH-pyrazol - 4 - yl ) pyridine ; 

4 - { 3 -phenyl - IH-pyrazol -4 -yl ) pyridine ; 
2 -methyl -4 - ( 3 -phenyl - lH7pyrazol -4 -yl ) pyridine ; 
4- [3- (3 -chlorophenyl) - 1 -methyl -pyrazol- 4 -yl] pyridine ; 
4- [3- (4 -chlorophenyl) - 1-methyl-pyrazol -4 -yl] pyridine ; 
245 4- [3- (3 -chlorophenyl) - IH-pyrazol- 4 -yl] pyridine ; 

4- [3- {4 -chlorophenyl) - IH-pyrazol- 4 -yl] pyridine ; 

4- [3- ( 3 - chlorophenyl ) -IH-pyrazol -4 -yl] -2-methylpyridine; 

4- [3- (3-f luorophenyl) - 1 -methyl -IH-pyrazol- 4 -yl] pyridine ; 

4- [3- (3-f luorophenyl) - IH-pyrazol -4 -yl] pyridine ; 
250 4- [3- ( 3 - chlorophenyl ) - 1-methyl-pyrazol -4 -yl] -2- 

methylpyridine ; 

5- (4 -chlorophenyl) -N-phenyl-4- (4-pyridinyl) -IH-pyrazol -3- 
amine ; 

5- (4 -chlorophenyl) -N-methyl-4- (4-pyridinyl) -lH-pyrazol-3 - 
255 amine; 

5- (4 -chlorophenyl) -N, N-dimethyl-4 - {4-pyridinyl) -IH- 
pyrazol- 3 -amine dihydrate ; 

5- (3-f luorophenyl) -N, N-dimethyl-4- (4-pyridinyl) -IH- 
pyrazol - 3 -amine ; 
260 N,N-dimethyl-5- ( 3 -methylphenyl) -4- (4-pyridinyl) -IH- 
pyrazol - 3 - amine ; 

N-methyl-5- ( 3 -methylphenyl) -4- (4-pyridinyl) -IH-pyrazol- 3 - 
amine ; 

N-ethyl-5- (3 -methylphenyl ) -4- (4-pyridinyl) -IH-pyrazol- 3 - 
26 5 amine; 

N, N-diethyl-5- (3 -methylphenyl) -4- (4-pyridinyl) -IH- 
pyrazol -3 -amine ; 

5- (4 -chlorophenyl) - N, N-diethyl-4- (4-pyridinyl) -IH- 
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pyrazol - 3 - amine ; 
270 4- [5- (4-chlorophenyl) -4- {4-pyridinyl) -lH-pyrazol-3 - 
yl] morpholine ; 

5- (4-chlorophenyl) -N-propyl-4- (4-pyridinyl) -lH-pyrazol-3 - 
amine ; 

5- (4-chlorophenyl) -N- (phenylmethyl) - 4- (4-pyridinyl) -IH- 
275 pyrazol- 3 -amine hydrate (2:1); 

5- (4-chlorophenyl) -N- (2-methoxyethyl) -4- (4-pyridinyl) -IH- 
py r a z o 1 - 3 - ami ne monohy dr a t e ; 

1, l-dimethylethyl-4- [5- (4-chlorophenyl) -4- (4-pyridinyl) - 
lH-pyrazol-3-yl] -1-piperazinecarboxylate ; 
280 1- [5- (4-chlorophenyl) -4- (4-pyridinyl) -lH-pyrazol-3- 
yl] piperazine trihydrochloride; 

1- [5- (4-chlorophenyl) -4- (4-pyridinyl) -lH-pyrazol-3 -yl] -4- 
methylpiperazine ; 

1, 1-dimethylethyl 4- [5- (4 -f luorophenyl) - 4- (4-pyridinyl) - 
285 lH-pyrazol-3-yll -1-piperazinecarboxylate; 

1- [5- ( 4 -f luorophenyl) -4- (4-pyridinyl) -lH-pyrazol-3 - 
yl] piperazine trihydrochloride; 

1_ [5- (4-chlorophenyl) -4- (4-pyridinyl) -lH-pyrazol-3 - 
yl] piperazine ; 
290 N- [5- (4-chlorophenyl) -4- [2- (phenylmethyl) amino] -4- 
pyridinyl] -lH-pyrazol-3 -yl] -1 , 3 -propanediamine , 
trihydrochloride ; 

1- [5- (4-chlorophenyl) -4- (4-pyridinyl) - lH-pyrazol-3 -yl] -4- 
(phenylmettiyl) piperazine; 
295 4- [3- (4 -f luorophenyl) -5- (l-piperazinyl ) -lH-pyrazol-4 - 
yl] pyrimidine , dihydrochloride ; 

1,1- dimethy let hy 1 [ 3 - t [ 5 - ( 4 - chlorophenyl ) - 4 - ( 4 - 
pyridinyl) - IH-pyrazol- 3 -yl] amino] propyl] carbamate; 
N- [5- [4-chlorophenyl) -4- (4-pyridinyl) -IH-pyrazol - 3 -yl] - 
300 1, 3-propanediamine, trihydrochloride monohydrate; 
1, i-dimethylethyl [2- [ [5- (4-chlorophenyl) -4- (4- 
pyridinyl) - IH-pyrazol- 3 -yl] amino] ethyl] carbamate; 
1, 1- dimethy le thy 1 4- [5- (4-chlorophenyl) -1- (2- 
hydroxyethy 1 ) -4- (4-pyridinyl) - IH-pyrazol- 3 -yl] -1- 
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305 piperazinecarboxylate ; 

1, 1-dimethylethyl 4- [5- (4-f luorophenyl) -4- (4- 
pyrimidinyl) - lH-pyrazol-3 -yl] - 1-piperazinecarboxylate ; 

1. 1- dimethylethyl [3- [ [5- (4-chlorophenyl) -4- (2-f luoro-4- 
pyridinyl) -lH-pyrazol-3-yl] amino] propyl] carbamate; 

310 1- [5- (4-chlorophenyl) -4- (4 -pyridinyl) -lH-pyrazol-3 -yl] -4- 
ethylpiperazine ; 

N- [5- {4-chlorophenyl) -4- (4 -pyridinyl) -lH-pyrazol-3 -yl] - 

1 . 2 - ethanediamine ; 

4- [3- (2 , 6 -dif luorophenyl) -5-methyl-lH-pyrazol-4- 
315 yl] pyridine; 

4- [3- (3-ethylphenyl) - 5 -methyl -IH-pyrazol- 4 -yl] pyridine ; 

4- [3- {3-chlorophenyl) - 5 -ethyl-lH-pyrazol- 4 -yl] pyridine ; 

4_ [3-ethyl-5- {3-ethylphenyl) - IH-pyrazol -4 -yl] pyridine ; 

4- [3- {4-chlorophenyl) -5- {1-methylethyl) -lH-pyrazol-4 - 
320 y 1 ] pyridine ; 

4- [3- cyclop ropyl-5- (4- f luorophenyl) - IH-pyrazol -4 - 

yl 3 pyridine; 

4- [3- (4-f luorophenyl) -5- { trif luoromethyl) - IH-pyrazol -4- 
yl] pyridine ; 

325 4- [5- (cyclopropyl-3- (4- (f luorophenyl) -1-methyl-iH- 
pyrazol - 4 -yl ] pyridine ; 

5 - cyclopropyl-3- (4-f luorophenyl) -4- (4-pyridinyl) -IH- 
py r a zole-l-et hano 1 ; 

3- (4-f luorophenyl) -5- (2 -methoxy- 4 -pyridinyl) -4- (4- 
330 pyridinyl) -IH-pyrazole-l-ethanol ; 

4- [3- (4-f luorophenyl) -1- (2 -hydroxy ethyl ) -4- (4-pyridinyl) - 
IH-pyrazol- 5 -yl] -2 (IH) -pyridinone; 

1- acetyl-4- [3- (4 -f luorophenyl) -1- (2 -hydroxy ethyl) -4- (4- 
pyridinyl) -lH-pyrazol-5-yl] -2 (IH) -pyridinone; 

335 Ethyl 2- [3- (4 -f luorophenyl) -1- ( 2 -hydroxy ethyl) -4- (4- 
pyridinyl) -lH-pyrazol-5 -yl] cyclopropanecarboxylate ; 

2- [3- (4-f luorophenyl) -1- (2 -hydroxy ethyl) -4- (4-pyridinyl) - 
lH-pyrazol-5-yl] cyclopropanecarboxylic acid; 

3- (4-f luorophenyl) -5- (4 - imidazolyl) -4- {4-pyridinyl) -IH- 
340 pyrazole-l-ethanol ; 
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4- [3- {4-chloro-3-met:hylphenyl) - lH-pyra2ol-4 -yl] pyridine 

5- (4-f luorophenyl) -4- (4 -pyridinyl) -lH-pyrazole-3 - 
carboxylic acid; 

5- (4-f luorophenyl) -4- (4 -pyridinyl) -lH-pyrazole-3 - 
345 methanol; 

1- [ [5- (4-f luorophenyl) -4- (4 -pyridinyl) -lH-pyra2ol-3 - 
yl] carbonyl] piperazine; 

1, l-dimethylethyl 4- [ [5- {4-f luorophenyl) -4- (4-pyridinyl) - 
lH-pyra2ol-3-yl] carbonyl] -l-piperazinecarbo3cylate ; 
350 4- (1, 5-dimethyl-3-phenyl-lH-pyra2ol-4-yl) pyridine; 

4 - (1,3- dimethyl - 5 -phenyl - IH-pyrazol - 4 -yl ] pyridine ; 
4- [3- (4 -chlorophenyl) -1 , 5 -dimethyl -lH-pyrazol-4 - 
yl] pyridine; 

4- [5- {4 -chlorophenyl) -1 , 3 -dimethyl- IH-pyrazol -4- 
3 55 yl] pyridine; 

4- [5 -ethyl -1 -methyl -3- (3-methylphenyl) -lH-pyrazol-4- 
yl ] pyridine ; 

4- l3-ethyl-l-methyl-5- (3-methylphenyl) -lH-pyrazol-4- 
yl] pyridine ; 

3 60 4- [3- (4 -chlorophenyl) -l-ethyl-5-methyl-lH-pyrazol-4- 
yl] pyridine ; 

4- [3- (4 -chlorophenyl) -2 -ethyl-5-methyl-lH-pyrazol-4- 
yl] pyridine ; 

4- [3- (4-f luorophenyl) - IH-pyrazol -4 -yl] pyridine ; 
365 4- [3- (2 -chlorophenyl) - IH-pyrazol -4 -yl] pyridine ; 

3- (4-f luorophenyl) -4- (4-pyridinyl) -IH-pyrazole-l-ethanol ; 

3- (4-f luorophenyl) -4- (4 -pyrimidinyl) -lH-pyrazole-1- 
ethanol ; 

4- [3- (4-f luorophenyl) -l-methyl-lH-pyrazol-4 -yl] pyridine ; 
370 2- [ [4- [3- (4-f luorophenyl) - lH-pyrazol-4 -yl] -2- 

pyridinyl] amino] -1-butanol; 

4- [5-bromo-3- (4 -f luorophenyl) -1-methyl - lH-pyrazol-4 - 
yl] pyridine ; 

4- [3- (4-f luorophenyl) - lH-pyrazol-4 -yl] -2- 
375 pyridinecarbonitrile ; 

4- [2- [3- (4-f luorophenyl) -4- (4-pyridinyl) - IH-pyrazol - 1 - 
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yl] ethyl] morpholine ; 

3- (4-f luorophenyl) -X-met:hyl-a-phenyl-4 - (4 -pyridinyl) -iH- 
pyrazole-S -methanol ; 

380 N- [5- (4-f luorophenyl) -4- (4 -pyridinyl) - lH-pyrazol-3 -yl] -4- 
morpholineethanatnine ; 

4- [3- (3-chlorophenyl) -lH-pyra2ol-4-yl] -2 (IH) •^pyz-idinone 
hydra zone ; 

4- [3- (3-chlorophenyl) -lH-pyrazol-4 -yl] -N- (phenylmethyl) - 
3 85 2 -pyr idinamine ; 

4- [3- (3-chlorophenyl) -lH-pyra2ol-4-yl] -N- (phenylethyl) -2- 
pyridinatnine ; 

4- [3- (3-chlorophenyl) -lH-pyra2ol-4 -yl] -N-ethyl-2- 
pyr idinamine ; 
3 90 4- [3- (4-f luorophenyl) -lH-pyra2ol-4 -yl] -2- 
pyridinecarboxamide ; 

Methyl 4- [3- (4 -f luorophenyl) -lH-pyra2ol-4 -yl] -2- 
pyridinecarboxylate ; 

4- [3- (4-f luorophenyl) -lH-pyra2ol-4 -yl] -N-methyl-2- 
3 95 pyridinecarboxamide ; 

4- [3- (4-f luorophenyl) -lH-pyra2ol-4 -yl] -2- 
pyr idinecarboxylic acid ; 

4- [3- ( 3 -f luorophenyl) - IH-pyrazol- 4 -yl] pyridine ; 
4- [3- (l,3-ben2odiaxol-5-yl) -lH-pyra2ol-4-yl]pyridine; 
40a 4- [3- (3 -f luorophenyl) - 1-methyl-lH-pyrazol -4 -yl] pyridine ; 
4- [3- (4-chlorophenyl) - IH-pyrazol- 4 -yl] pyridine ; 
4- [3- (1, 3-benzodioxol-5-y) -l-methyl-lH-pyra2ol-4-yl] pyrid 
ine ; 

4- [3- (4-chlorophenyl) - 1 -methyl- IH-pyrazol -4 -yl] pyridine ; 
405 4- [3- (3-chlorophenyl) -l-methyl-lH-pyrazol-4 -yl] -2-methylp 
yridine; 4- [5- (3-chlorophenyl) - 1 -methyl -IH-pyrazol -4 
-yl] -2 -methylpyridine ; 

4- [3- (3-chlorophenyl) -l-methyl-lH-pyra2ol-4-yl] pyridine ; 
4- [5- (3-chlorophenyl) - 1 -methyl -IH-pyrazol -4 -yl] pyridine ; 
410 2 -methyl -4- [1 -methyl- 3- ( 3 -methyl phenyl ) -lH-pyra2ol-4 
-yl] pyridine ; 

2-methyl-4- [l-methyl-5- ( 3 -methylphenyl ) - lH-pyrazol-4 
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-yl] pyridine ; 

4- (3-phenyl-lH-pyra2ol-4-yl) pyridine; 
415 4- [3- [3- (trifluoromethyl) phenyl] - IH-pyrazol -4 -yl] pyridine 

4- [l-methyl-3- [3- ( trif luoromethyl) plienyl] -lH-pyrazol-4 -yl 
] pyridine; 

4- [3- (3 , 4-dif luorophenyl) - IH-pyrazol - 4 -yl] pyridine ; 

42 0 4- [3- (4-chlorophenyl) - IH-pyrazol- 4 -yl] -2 - fluor ©pyridine ; 

4- (3- (4-brotnoplienyl) - IH-pyrazol -4yl] pyridine; 

4- [3- (3 , 4-dif luorophenyl) - 1 -methyl -IH-pyrazol- 4 -yl ] pyridi 

ne ; 

4- [3- {4-bromophenyl) - 1 -methyl -IH-pyrazol -4 -yl] pyridine ; 
425 (E) -4- [3- (4 -f luorophenyl) -IH-pyrazol -4 -yl] -2- (2-phenyleth 
enyl ) pyridine ; 

(S) -4- [3- (4-chlorophenyl) -lH-pyrazol-4-yl] -N- (2-methylbut 
yl) - 2-pyridinamine; 

4- [3- (4-chlorophenyl) -lH-pyrazol-4-yll -N-- [ (4-methoxy- 

43 0 phenyl ) methyl ] - 2 -pyr idinamine ; 

N- [4- [3- (4-chlorophenyl) - IH-pyrazol -4 -yl] -2 -pyridinyl] - 
2 -pyridinemethanamine ; 

N- [4- [3- (4 -f luorophenyl) -IH-pyrazol -4 -yl] -2 -pyridinyl] - 
2 -pyridinemethanamine ; 
435 2-f luoro-4- [3- (4 -f luorophenyl ) -IH-pyrazol -4 -yl] pyridine ; 
4- [3- (4-iodophenyl) - iH-pyrazol -4 -yl] pyridine ; 
4_ [3- (4-iodophenyl) -l-raethyl-lH-pyrazol-4-yl] pyridine; 
4- [l-methyl-3 - [4- (trif luoromethyl) phenyl] - IH-pyrazol -4 -yl 
] pyridine; 

440 N- [1- (4-f luorophenyl) ethyl] -4- [3- (4 -f luorophenyl) -IH-pyra 
zol-4-yl] -2-pyridinamine; 

N- [ (3-f luorophenyl) methyl] -4- [3- (4 -f luorophenyl ) -IH-pyraz 

01- 4-yl] -2-pyridinamine; 

4- [3- (4-f luorophenyl) - 1 -methyl -IH-pyrazol- 4 -yl] -2- (1- 

44 5 methylhydrazino) pyridine; 

2- f luoro-4- [3- (4-f luorophenyl) - 1 -methyl -IH-pyrazol- 4 -yl] p 
yridine ; 

4- [3- (3 , 4-dif luorophenyl) - IH-pyrazol -4 -yl] -2-f luoro- 
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450 4- [3- {4-f luorophenyl) -lH-pyrazol-4 -yl] -3 -raethylpyridine ; 

4- [3- (4-f luorophenyl) - 1 -methyl -IH-pyrazol- 4 -yl] -3 -methyl - 
pyridine ; 

4- [3- (3 , 4 -dif luorophenyl) -l-methyl-lH-pyrazol-4 -yl] -2-flu 
oropyridine ; 

455 3- (4-f luorophenyl) -N, N- dimethyl -4 - (4-pyridinyl ) -IH-pyrazo 
le - 1 - e t hanamine ; 

2- [2- {4-f luorophenyl) ethyl] -4- [3- ( 4 - f luorophenyl ) -1- 
methyl-lH-pyrazol-4-yl] pyridine; 

4- [3- {4-f luorophenyl) -lH-pyrazol-4-yl] -N- [1- 
4 60 (phenylmethyl) -4 -piperidinyl] -2-pyridinamine; 

N' - [4- [3- (4-f luorophenyl) -lH-pyrazol-4 -yl] -2-pyridinyl] - 
N , N-dimethyl -1,2 -ethanediamine ; 

2,4-bis[3- (4-f luorophenyl) - IH-pyrazol- 4 -yl] pyridine; 
N- [4- [3- {4-f luorophenyl) -lH-pyrazol-4-yl] -2-pyridinyl] -4- 
465 morphol ineethanamine ; 

3- (4-f luorophenyl) -4- (2 -fluoro- 4-pyridinyl) -IH-pyrazole- 
1-ethanol ; 

4- [3- (4-f luorophenyl) -XH-pyrazol-4 -yl] -N- [2- ( IH- imidazol- 
1-yl) ethyl] -2-pyridinamine; 

470 4- [2- [3- (4-f luorophenyl) -4- (2 - fluoro -4-pyridinyl) -IH- 
pyrazol -1-yl] ethyl] morphol ine; 

(E) - 3- (4-f luorophenyl) -4- [2- [2- (4-f luorophenyl) ethenyl] - 
4-pyridinyl] -IH-pyrazole-l-ethanol ; 

3- (4-f luorophenyl) -4- (2 - f luoro-4 -pyridinyl ) -N, N-dimethyl - 
475 IH-pyrazole-l-ethanamine; 

3- {4-f luorophenyl) -4- [2- [2- (4 - f luorophenyl ) ethyl] -4- 
pyridinyl] -IH-pyrazole-l-ethanol ; 

4- [1- [2- (dimethylamino) ethyl] -3- (4-f luorophenyl) -IH- 
pyrazol -4 -yl ] -N , N-dimethyl - 2 -pyr idinamine ; 

480 4- [1- [2- (dimethylamino) ethyl] -3- (4 -f luorophenyl ) -IH- 
pyrazol -4 -yl] -N- [ (4-f luorophenyl) methyl] -2-pyridinamine; 
3- ( 4 - f luorophenyl ) -4- [2- [2- (4 - f luorophenyl) ethyl] -4- 
pyridinyl] -N, N-dimethyl - IH-pyrazole - 1 -ethanamine ; 
N- [ (4-f luorophenyl) methyl] -4- [3 (or 5) - (4-f luorophenyl) -1- 
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485 [ [2- (4-mo3rpholinyl) ethyl] - lH-pyrazol-4 -yl] -2- 
pyridinamine ; 

4- [3- (4-f luorophenyl) -lH-pyrazol-4 -yl] -N-4 -piper-adinyl-; 
pyridinamine ; 

N,N-diet:hyl-3- (4 -f luorophenyl ) -4- (2-f luoro-4 -pyridinyl ) 
4 90 IH-pyrazole - 1 -ethanamine ; 

4- tl- [2- ( die thy lamino) ethyl] -3- (4 - f luorophenyl) -IH- 
pyrazol-4-yl] -N- [ (4 - f luorophenyl) methyl] -2 -pyridinamine 

2- [ [4- [3- (4- (f luorophenyl) -lH-pyrazol-4 -yl] -2- 
pyridinyl] amino] ethanol; 

495 2- [ [4- [3- (4-f luorophenyl) -l-methyl-lH-pyrazol-4 -yl] -2- 
pyridinyl] amino] ethanol; 

3- [ [4- [3- (4-f luorophenyl) -lH-pyrazol-4 -yl] -2- 
pyridinyl] amino] -1-propanol; 

3- {4-f luorophenyl) -4- [2 - [ [ (4-f luorophenyl) methyl] amino] 
500 4 -pyridinyl] -IH-pyrazole-l-ethanol ; 

5- (4-f luorophenyl) -4- [2 - [ [ (4 -f luorophenyl) methyl] amino] 

4- pyridinyl] -IH-pyrazole-l-ethanol ; 

N,N-diethyl-3- (4 - f luorophenyl) -4- (4-pyridinyl) -IH- 
pyrazole - 1 - ethanamine ; 
505 N- [ (4-f luorophenyl) methyl] -4- [3- (4 -f luorophenyl) -1- [2- ( 
morpholinyl) ethyl] -lH-pyrazol-4 -yl] -2 -pyridinamine; 
N- [5- (4-f luorophenyl) -4- (4-pyridinyl) - lH-pyrazol-3 -yl] - 
morphol inepropanamine ; 

N' - [5- (4-f luorophenyl) -4- (4-pyridinyl) -lH-pyrazol-3 -yl] 
510 N,N-dimethyl-l, 3 -propanediamine ; 

5- {4-f luorophenyl) -N-2-propynyl-4- (4-pyridinyl) -IH- 
pyrazol - 3 - amine ; 

3- (4-f luorophenyl) -4- [2- [ [ (4 -f luorophenyl) methyl] amino] 

4- pyridinyl] -IH-pyrazole-l -ethanol ; 

515 5- (4-f luorophenyl) -4- [2- [ [ (4 -f luorophenyl ) methyl] amino] 
4-pyridinyl] - IH-pyrazole- 1-ethanol ; 

4- [3- [ (4-f luorophenyl) -lH-pyrazol-4-yl] quinoline; 
N- [5- (4-f luorophenyl) -4- (4-pyridinyl) -lH-pyrazol-3 - 
yl] glycine methyl ester; 
520 N- [5- (4-f luorophenyl) -4- (4-pyridinyl) - lH-pyrazol-3 - 
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4- [3- (4-f luorophenyl) -1- (2 -propynyl) -lH-pyra2ol-4 - 
yl] pyaridine ; 

4- [5- (4-f luorophenyl) -l- (2-propynyl) -lH-pyrazol-4- 
525 yl] pyridine; 

4,4'- {lH-pyrazole-3 , 4-diyl) bis [pyridine] ; 

4- [3- (3 , 4-dichlorophenyl) - IH-pyrazol - 4 -yl] pyridine ; 

N- [5- (4-chloroplienyl) -4- (4 -pyridinyl ) -lH-pyrazol-3 -yl] -4- 

piperidinamine ; 
530 2-Cliloro-4- [3- ( 4 - f luorophenyl ) - lH-pyrazol-4 - 

yl ] pyr imidine ; 

4- [3- (4-f luorophenyl) -lH-pyrazol-4 -yl] -2 (IH) -pyrimidinone 
hydrazone; 

4- [3- (4-f luorophenyl) -lH-pyrazol-4 -yl] -N, N- dimethyl- 2- 
53 5 pyrimidinamine ; 

4- [3- (4-f luorophenyl) -lH-pyrazol-4-yl] -N-met:hyl-2- 
pyritnidinamine ; 

4- [3- (4-f luorophenyl) - lH-pyrazol-4 -yl] -N- (phenylmethyl ) - 
2 -pyrimidinamine ; 
540 N-cyclopropyl-4- [3- {4-f luorophenyl) -lH-pyrazol-4-yl] -2- 
pyrimidinamine ; 

4- [3- (4-f luorophenyl) -lH-pyrazol-4 -yl] -N- t (4- 
met:hoxyphenyl ) methyl] -2 -pyrimidinamine ; 

4- [3- (4-f luorophenyl) -lH-pyrazol-4 -yl] -2 -pyrimidinamine; 
545 N- [4- [3- (4-f luorophenyl) -lH-pyrazol-4 -yl] -2-pyrimidinyl] - 
N- (phenylmethyl) acetamide; 

Ethyl [4- [3- (4-f luorophenyl) - lH-pyrazol-4 -yl] -2- 
pyrimidinyl] carbamate; 

4- [3- (3-methylphenyl) -lH-pyrazol-4-yl] pyrimidine ; 
550 4- [3- (4-chlorophenyl) -lH-pyrazol-4 -yl] pyrimidine ; 

4- [3- (3-f luorophenyl) -IH-pyrazol -4 -yl] pyrimidine ; and 
4- [3- (4-f luorophenyl) - IH-pyrazol -4 -yl] pyrimidine . 
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70. A compound of Claim 1 selected from compounds 
their tautomers and their pharmaceutical ly acceptable 
salts, of the group consisting of 
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71- A compound of claim 1 that is 4-t5-{4- 
f luorophenyl) -1- (2-propynyl) -lH-pyrazol-4 -yl] pyridine or 
a pharmaceutically-acceptable salt or a tautomer thereof. 

72. A compound of claim 1 that is 4- [3- (4- 

f luorophenyl) -1- (2-propynyl) -lH-pyrazol-4-yl] pyridine or 
a pharmaceutically-acceptable salt or a tautomer thereof. 

73. A compound of claim 1 that is 3-(4- 

f luorophenyl) -4- (4 -pyridinyl) -IH-pyrazole-l-ethanol or a 
pharmaceutically-acceptable salt or a tautomer thereof. 

74. A compound of claim 1 that is 4- [3- (4- 
f luorophenyl) -l-methyl-lH-pyrazol-4 -yl] -2- (1- 
methylhydrazino) pyridine or a pharmaceutically-acceptable 
salt or a tautomer thereof. 

75. A compound of claim 1 that is 1- [5- (4- 
chlorophenyl ) -4- (4-pyridinyl) -lH-pyrazol-3 -yl] piperazine 
or a pharmaceutically-acceptable salt or a tautomer 
thereof . 

76. A compound of claim 1 that is 4- [3-cyclopropyl- 
5- (4 -f luorophenyl) -lH-pyrazol-4 -yl] pyridine or a 
pharmaceutically-acceptable salt or a tautomer thereof. 

77. A compound of claim 1 that is 4-[3-(4- 
f luorophenyl) -IH-pyrazoi -4 -yl} pyridine or a 
pharmaceutically-acceptable salt or a tautomer thereof. 

78. A compound of claim 1 that is l-[5-(4- 
chlorophenyl) -4- (4-pyridinyl) -lH-pyrazol-3 -yl] -4- 
methylpiperazine or a pharmaceutically-acceptable salt or 
a tautomer thereof . 
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79. A compound of claim 1 that is 4- [3- (4- 
f luorophenyl) -lH-pyra2ol-4-yl] pyrimidine or a 
pharmaceutically-acceptable salt or a tautomer thereof. 

80. A compound of claim 1 that is 2-f luoro-4- [3 - 
(4 - f luorophenyl) -IH-pyrazol -4- yl] pyridine or a 

pharmaceutically-acceptable salt or a tautomer thereof. 

81. A compound of claim 1 that is 

4- [3- (3 , 4-dif lurophenyl) - 1 -methyl -IH-pyrazol- 4 

-yl] pyridine or a pharmaceutically-acceptable salt or a 

tautomer thereof. 

82. A compound of claim 1 that is 

4- [3- (4-bromophenyl) -lH-pyrazol-4yl] pyridine or a 
pharmaceutically-acceptable salt or a tautomer thereof. 

83 . A compound of claim 1 that is 

4- [3- {4-chlorophenyl) lH-pyrazol-4-yl] -2 -f luoropyridine or 
a pharmaceutically-acceptable salt or a tautomer thereof. 

84 - A compound of claim 1 that is 

4 - [3 - ( 1 , 3 -benzodioxol 

5- y) -l-methyl-lH-pyrazol-4-yl] pyridine or a 
pharmaceutically-acceptable salt or a tautomer thereof. 

85 . A compound of claim 1 that is 

4- [3- (3 -f luorophenyl) 1 -methyl -IH-pyrazol- 4 -yl] pyridine or 
a pharmaceutically-acceptable salt or a tautomer thereof . 

86. A compound of claim 1 that is 4-[3-(3- 

f luorophenyl) - 1 -methyl -pyrazol -4 -yl] pyridine or a 
pharmaceutically-acceptable salt or a tautomer thereof- 
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87, A compound of claim 1 that is 5-(4- 
f luorophenyl) -N-2-propynyl-4- (4-pyridinyl) -IH-pyrazol-S - 
amine or a pharmaceutically-acceptable salt or a tautomer 
thereof . 

88., A substituted pyrazole that specifically binds 
to an ATP binding site of p38 kinase - 

89. A compound of claim 88 having the formula: 




wherein 

is a hydrocarbyl, heterosubstituted hydrocarbyl or 
5 heterocyclyl radical having a molecular weight less than 
about 3 60 atomic mass units; and 

is a hydrocarbyl, heterosubstituted hydrocarbyl or 
heterocyclyl radical that binds with p3 8 kinase at said 
ATP binding site of p3 8 kinase; and 
10 R^ is a hydrocarbyl, heterosubstituted hydrocarbyl or 

heterocyclyl radical having a hydrogen bond acceptor 
f unc t i ona 1 i t y ; and 

R^ is a hydrocarbyl, heterosubstituted hydrocarbyl or 
heterocyclyl radical having a molecular weight less than 
15 about 360 atomic mass units; 

provided R^ is not 2-pyridinyl when R* is a phenyl 
ring containing a 2 -hydroxy substituent and when R^ is 
hydrido; further provided R^ is selected from aryl , 
heterocyclyl, unsubstituted cycloalkyl and cycloalkenyl 
20 when R* is hydrido; and further provided R^ is not 
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methylsulf onylphenyl ; or 

a pharmaceutically-acceptable salt or tautomer 
thereof . 

90. A compound, of claim 89 wherein is a 
hydrocarbyl, heterosubstituted hydrocarbyl or 
heterocyclyl radical that binds with Lysga, GlUgg, Ijeu73, 
IleB2/ Ijeu84, LeUioi, and Thr^oj sidechains at said ATP 

5 binding site of p3 8 kinase, said radical being 

substantially disposed within a hydrophobic cavity formed 
during said binding by p3 8 kinase at the ATP binding 
site . 

91. A compound of claim 89 wherein is a 
hydrocarbyl, heterosxabstituted hydrocarbyl or 
heterocyclyl radical having a hydrogen bond acceptor 
functionality that hydrogen bonds with the N-H backbone 

5 of Metioe of P3 8 kinase. 

92. A compoxind of claim 89 wherein R^ is a 
hydrocarbyl, heterosubstituted hydrocarbyl or 
heterocyclyl radical having a molecular weight less than 
about 250 atomic mass units. 

93. A compound of claim 89 wherein R* is a 
hydrocarbyl, heterosubstituted hydrocarbyl or 
heterocyclyl radical having a molecular weight less than 
about 250 atomic mass units. 

94 . A compound of claim 8 9 wherein 

R^ is a hydrocarbyl, heterosubstituted hydrocarbyl or 
heterocyclyl radical having a molecular weight less than 
about 3 60 atomic mass units; and 
5 R^ is a hydrocarbyl, heterosubstituted hydrocarbyl or 

heterocyclyl radical wherein said radical binds with 
l'yss2» GlUfis, Leu^a, Ilega/ Leu^^ , Leuioi/ and Thr^ja sidechains 
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at: said ATP binding site of pSS kinase, said radical 

being substantially disposed within a hydrophobic cavity 
10 formed during said binding by p3 8 kinase at the ATP 

binding site; and 

is a hydrocarbyl, heterosubstituted hydrocarbyl or 

heterocyclyl radical having a hydrogen bond acceptor 

functionality that hydrogen bonds with the N-H backbone 
15 of Metio6 of P3 8 kinase; and 

R* is a hydrocarbyl, heterosubstituted hydrocarbyl or 

heterocyclyl radical having a molecular weight less than 

about 360 atomic mass units. 

95. A compound of claim 94 wherein R^ and R* are 
independently selected from hydrocarbyl, 

heterosubstituted hydrocarbyl and heterocyclyl radicals 
and have a combined molecular weight less than about 360 
5 atomic mass units. 

96. A pharmaceutical composition comprising a 
therapeutically- effective amount of a compound, said 
compound selected from the compounds of Claims 1; or a 
pharmaceutically acceptable salt thereof. 

97. A pharmaceutical composition of Claim 96 wherein 
said compound is selected from the compounds of Claim 3 ; 
or a pharmaceutically acceptable salt thereof. 

98. A pharmaceutical composition of Claim 96 wherein 
said compound is selected from the compounds of Claim 4 ; 
or a pharmaceutically acceptable salt thereof . 

99. A pharmaceutical composition of Claim 96 wherein 
said compound is selected from the compounds of Claim 5; 
or a pharmaceutically acceptable salt thereof . 

100. A pharmaceutical composition of Claim 96 



SUBSmUTE8HEEr(RUL£26) 



wo 98/52940 



PCT/US98/10436 



780 

wherein said compound is selected from the compounds of 
Claim 6; or a pharmaceutically acceptable salt thereof. 

101- A pharmaceutical composition comprising a 
therapeutically- effective amount of a compound, said 
compound selected from the compounds of Claim 24 ; or a 
pharmaceutically acceptable salt thereof. 

102. A pharmaceutical composition of Claim 101 
wherein said compoiond is selected from the compounds of 
Claim 25; or a pharmaceutically acceptable salt thereof. 

103. A pharmaceutical composition comprising a 
therapeutically-ef f ective amount of a compound, said 
compound selected from the compounds of Claim 25; or a 
pharmaceutically acceptable salt thereof. 

104. A pharmaceutical composition of Claim 103 
wherein said compound is selected from the compounds of 
Claim 36; or a pharmaceutically acceptable salt thereof . 

105. A pharmaceutical composition comprising a 
therapeutically-ef f ective amount of a compound, said 
compound selected from the compounds of Claim 44; or a 
pharmaceutically acceptable salt thereof. 

106. A pharmaceutical composition of Claim 105 
wherein said compound is selected from the compounds of 
Claim 45; or a pharmaceutically acceptable salt thereof. 

107. A pharmaceutical composition comprising a 
therapeutically-ef f ective amoiint of a compound, said 
compound selected from the compounds of Claim 53; or a 
pharmaceutically acceptable salt thereof. 

108- A pharmaceutical composition of Claim 107 
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wherein said compoxind is selected from the compounds of 
Claim 54; or a phajrmaceutically acceptable salt thereof - 

109. A pharmaceutical composition comprising a 
therapeutically-ef f ective amount of a compound, said 
compound selected from the of compounds of Claim 66; or 
pharmaceutically acceptable salt thereof . 

110. A pharmaceutical composition comprising a 
therapeutically-ef f ective amount of a compound, said 
compound selected from the compounds of Claims 69; or a 
phazTTiaceutically salt thereof . 

111. A pharmaceutical composition of Claim 110 
wherein said compound is 4- [3- (4-f luorophenyl) -IH- 
pyrazol-4-yl] pyridine or a pharmaceutically-acceptable 
salt or a tautomer thereof . 

112. A method of treating a TNF mediated disorder, 
said method comprising treating the subject having or 
susceptible to such disorder with a therapeutically- 
effective amount of a compound of Formula I 




wherein 

is selected from hydrido, alkyl, cycloalkyl , 
alkenyl, cycloalkenyl , alkynyl, aryl, heterocyclyl , 
cycloalkylalkylene , cycloalkenylalkylene , 
10 heterocyclylalkylene, haloalkyl, haloalkenyl. 
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haloalkynyl , hydroxyalkyl , hydroxyalkenyl , 
hydroxyalkynyl , aralkyl, aralkenyl, aralkynyl, 
airylheterocyclyl, carboxy, carboxyalkyl, alkoxyalkyl , 
alkenoxyalkyl , alkynoxyalkyl , aoryloxyalkyl , 
15 heterocyclyloxyalkyl , alkoxyalkoxy , mercaptoalkyl , 
alkylthioalkylene , alkenylthioalkylene , 
alkylthioalkenylene, amino, aminoalkyl, alkylamino, 
alkenyl amino , alkynylamino , arylamino , heterocyclylamino 
alkylsulf inyl , alkenyl sulfinyl , alkynylsulf inyl , 

2 0 airylsulf inyl, heterocyclylsulf inyl , alkylsulf onyl, 

alkenylsulf onyl , alkynylsulf onyl , arylsulf onyl , 
heterocyclylsulf onyl , alkylaminoalkylene , 
alkylsulf onylalkylene , acyl , acyloxycarbonyl , 
alkoxycarbonylalkylene , aryloxycarbonylalkylene , 
25 heterocyclyloxycarbonylalkylene, alkoxycarbonylarylene , 
aryloxycarbonylarylene , heterocyclyloxycarbonylarylene , 
alkylcarbonylalkylene, arylcarbonylalkylene, 
beterocyclylcarbonylalkylene , alkylcarbonylarylene , : 
arylcarbonylarylene , heterocyclylcarbonylarylene , 

3 0 alkylcarbonyloxyalkylene , arylcarbonyloxyalkylene , 

heterocyclylcar-bonyloxyalkylene, alkylcarbonyloxyarylene 
arylcarbonyloxyarylene , and 
heterocyclylcarbonyloxyarylene; or 
has the formula 

r ii ,»" 

C — CCHgJ ,- C—N 

35 ^» (II) 

wherein : 

i is an integer from 0 to 9; 

R^^ is selected from hydrogen, alkyl , aralkyl, 
heterocyclylalkyl , alkoxyalkylene , aryloxyalkylene , 

4 0 aminoalkyl, alkylaminoalkyl arylaminoalkyl , 

alkylcarbonylalkylene , arylcarbonylalkylene , and 
heterocyclylcarbonylaminoalkylene ; and 
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R'® is selected from hydrogen, alkyl, alkenyl, 
alkynyl, cycloalkylalkylene , aralkyl, 
45 alkoxycarbonylalkylene, and alkylaminoalkyl ; and 

R^'' is selected from alkyl, cycloalkyl, alkynyl, 
aryl, heterocyclyl , aralkyl, cycloalkylalkylene, 
cycloalkenylalkylene , cycloalkylarylene , 

cycloalkylcycloalkyl , heterocyclylalkylene , alkylarylene , 
50 alkylaralkyl , aralkylarylene , alkylheterocyclyl , 

alkylheterocyclylalkylene , alkylheterocyclylarylene , 
aralkylheterocyclyl , alkoxyalkylene , alkoxyarylene , 
alkoxyaralkyl , alkoxyheterocyclyl , alkoxyalkoxyarylene , 
aryloxyarylene , aralkoxyarylene , 

5 5 alkoxyheterocyclylalkylene , aryloxyalkoxyarylene , 

alkoxycarbonylalkylene , alkoxycarbonylheterocyclyl , 
alkoxycarbonyltieterocyclylcarbonylalkylene , aminoalkyl , 
alkylaminoalkylene , arylaminocarbonylalkylene , 
alkoxyarylaminocarbonylalkylene , aminocarbonylalkylene , 
60 arylaminocarbonylalkylene , alkylaminocarbonylalkylene , 
arylcarbonylalkylene , alkoxycarbonylarylene , 
aryloxycarbonylarylene , alkylaryloxycarbonylarylene , 
arylcarbonylarylene , alkylarylcarbonylarylene , 
a 1 koxy c a rbony 1 he t e r ocy c ly 1 ary 1 ene , 

6 5 alkoxycarbonylalkoxylarylene , 

heterocyclylcarbonylalkylarylene , alkylthioalkylene , 
cycloalkylthioalkylene , alkylthioarylene , 
aralkylthioarylene , heterocyclylthioarylene , 
arylthioalklylarylene , arylsulf onylaminoalkylene , 

70 alkylsulf onylarylene , alkylaminosulf onylarylene ; wherein 
said alkyl, cycloalkyl, aryl, heterocyclyl , aralkyl, 
heterocyclylalkylene , alkylheterocyclylarylene , 
alkoxya3rylene , aryloxyarylene, arylaminocarbonylalkylene, 
aryloxycarbonylarylene , arylcarbonylarylene , 

75 alkylthioarylene , heterocyclylthioarylene , 

arylthioalklylarylene, and alkylsulf onylarylene groups 
are optionally substituted with one or more radicals 
independently selected from alkyl, halo, haloalkyl , 
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alkoxy, kefco, amino, nitro, and cyano; or* 
80 R^'' is -CHR^^R^^ wherein R^^ is alkoxycarbonyl , and R^® 

is selected from aralkyl, aralkoxyalkylene , 
heterocyclylalkylene , alkylheterocyclylalkylene , 
alkoxycarbonylalkylene , alkylthioalkylene , and 
aralkylthioalkylene ; wherein said aralkyl and 
85 heterocylcyl groups are optionally substituted with one 
or more radicals independently selected from alkyl and 
nitro; or 

R^^ and R^"' together with the nitrogen atom to which 
they are attached form a heterocycle, wherein said 

90 heterocycle is optionally sxibstituted with one or more 
radicals independently selected from alkyl, aryl, 
heterocyclyl , heterocyclylalkylene , 
alkylheterocyclylalkylene, aryloxyalkylene, 
alkoxyarylene , alkyl aryloxyalkylene , alkylcarbonyl , 

95 alkoxycarbonyl, aralkoxycarbonyl , alkylamino and 
alkoxycarbonylamino; wherein said aryl, 

heterocyclylalkylene and aryloxyalkylene radicals are 
optionally substituted with one or more radicals 
independently selected from halogen, alkyl and alkoxy; 
100 and 

R^ is selected from hydrido, halogen, alkyl, alkenyl, 
alkynyl, aryl, heterocyclyl, haloalkyl, hydroxyalkyl , 
aralkyl , alkylheterocyclyl , heterocyclylalkyl , 
alkylamino, alkenylamino, alkynylamino , arylamino, 
105 heterocyclyl amino, heterocyclylalkylamino, aralkylamino , 
aminoalkyl , aminoaryl , aminoalkylamino , 

arylaminoalkylene , alkylaminoalkylene , arylaminoarylene , 
alkylaminoarylene , alkyl aminoalkylamino, cycloalkyl , 
cycloalkenyl , alkoxy, heterocyclyloxy , alkylthio, 
110 arylthio, heterocyclylthio , carboxy, carboxyalkyl , 
carboxycycloalkyl , carboxy cycloalkenyl , 

carboxyalkylamino, alkoxycarbonyl , heterocyclyl carbonyl , 
alkoxycarbonylalkyl , alkoxycarbonylheterocyclyl , 
alkoxycarbonylhe terocyclylcarbonyl , alkoxyalkylamino , 
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115 alkoxycarbonylaminoalkylamino, and heterocyclyleulf onyl ; 
wherein the aryl, heterocyclyl, heterocyclylalkyl, 
cycloalkyl and cycloalkenyl groups are optionally 
substituted with one or more radicals independently 
selected from halo, keto, amino, alkyl, alkenyl, alkynyl, 

120 aryl, heterocyclyl , aralkyl, heterocyclylalkyl , 

epoxyalkyl, amino (hy droxy alky 1) carboxy, alkoxy, aryloxy, 
aralkoxy, haloalkyl, alkylamino, alkynylamino, 
alkylaminoalkylamino, heterocyclylalkylamino, 
alkylcarbonyl , alkoxycarbonyl , alkylsulf onyl , 

125 arylsulf onyl, and aralkylsulf onyl ; or 
has the formula: 



I 



H n 

-N 



I 

c 



(III) 



wherein: 

j is an integer from 0 to 8; and 
13 0 m is 0 or 1; and 

and R^^ are independently selected from hydrogen, 
alkyl, aryl, heterocyclyl, aralkyl, heterocyclylalkylene , 
aminoalkyl , alkylaminoalkyl , aminocarbonylalkyl , 
alkoxyalkyl, and alkylcarbonyloxyalkyl ; and 

13 5 R^^ is selected from hydrogen, alkyl, aralkyl, 

heterocyclylalkyl , alkoxyalkyl ene , aryloxyalkylene , 
aminoalkyl , alkylaminoalkyl , aryl ami no alkyl , 
alkylcarbonylalkylene , arylcarbonylalkylene , and 
heterocyclylcarbonylaminoalkylene; 

14 0 R^^ is selected from hydrogen, alkyl, -C(0)R^^, 

-C{0)OR^^, -SOjR^^, -C(0)NR^''R^\ and -SOaNR^^R^^, wherein R", 
R^^, R^'', R^®, R^^ and R'**' are independently selected from 
hydrocarbon, heterosubst ituted hydrocarbon and 
heterocyclyl; and 
145 R^'* is selected from hydrogen, alkyl, aminocarbonyl , 

alkylaminocarbonyl , and arylaminocarbonyl ; or 
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R= is -CR^^R'*^ wherein R*^ is aryl/ and R^^ is hydroxy; and 

R^ is selected from pyridinyl, pyrimidinyl , 
quinolinyl , purinyl , 



and 



50 




(IV) (V) 
wherein R*^ is selected from hydrogen, alkyl, 
aminoalkyl , alkoxyalkyl , alkenoxyalkyl , and aryloxyalkyl ; 
and 

55 wherein the R^ pyridinyl, pyrimidinyl, quinolinyl and 

purinyl groups are optionally sxibstituted with one or 
more radicals independently selected from halo, alkyl, 
aralkyl, aralkenyl, arylheterocyclyl , carboxy, 
carboxyalkyl, alkoxy, aryloxy, alkylthio, arylthio, 

6 0 alkylsulf inyl, arylsulf inyl , alkylsulf onyl, arylsulf onyl , 
aralkoxy, heterocyclylalkoxy, amino, alkylamino, 
alkenyl amino , alkynylamino , cycloalkylamino , 
cycloalkenylamino , arylamino , heterocyclylamino , 
aminocarbony 1 , cyano , hydroxy , hydroxyalkyl , 

6 5 alkoxycarbonyl , aryloxycarbonyl , heterocyclyloxycarbonyl , 

alkoxycarbonylamino, alkoxyaralkylamino, aminosulf inyl , 
aminosulf onyl , alkylaminoalkylamino , hydroxyalkyl ami no , 
aralkylamino, heterocyclylalkylamino, 

aralkylheterocyclylamino , nitro , alkylaminocarbonyl , 

7 0 alkylcarbonylamino, halosulf onyl , aminoalkyl, haloalkyl, 

alkylcarbonyl , hydrazinyl , alkylhydrazinyl , 

arylhydrazinyl , or -NR**R*^ wherein R** is alkylcarbonyl or 
amino, and R*^ is alkyl or aralkyl ; and 

R^ is selected from hydrido, alkyl, alkenyl, alkynyl, 
75 cycloalkyl, cycloalkenyl , aryl, and heterocyclyl , wherein 
R* is optionally substituted with one or more radicals 
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180 



185 



190 



independently selected from halo, alJcyl, alkenyl, 
alkynyl, aryl, heterocyclyl , alkylthio, arylthio, 
alkylthioalkylene, azylthioalkylene, alkylsulf inyl , 
alkylsulf inylalkylene, arylsulf inylalkylene, 
alkylsulf onyl , alkylsulf onylalkylene , 
arylsulf onylalkylene, alkoxy, aryloxy, aralkoxy, 
aminocarbonyl , alkylaminocarbonyl , arylaminocarbonyl , 
alkoxycarbonyl , aryloxycarbonyl , haloalkyl, amino, cyano, 
nitro, alkylamino, arylamino, alkylaminoalkylene, 
arylaminoalkylene, aminoalkylamino, and hydroxy ; 
provided is not 2-pyridinyl when R* is a phenyl ring 
containing a 2 -hydroxy substituent and when R^ is hydrido; 
further provided R^ is selected from aryl, heterocyclyl , 
unsubstituted cycloalkyl and cycloalkenyl when R* is 
hydrido; and further provided R* is not 
methyl sulfonylphenyl ; or 

a pharmaceutically-acceptable salt or tautomer 
thereof - 

113- A method of treating a p38 kinase mediated 
disorder, said method comprising treating the subject 
having or susceptible to such disorder with a 
therapeutically-ef f ective amount of a compound of 
Formula I 




(I) 



wherein 

R^ is selected from hydrido, alkyl, cycloalkyl, 
alkenyl, cycloalkenyl, alkynyl, aryl, heterocyclyl , 
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10 cycloalkylalkylene, cycloalkenylalkylene, 

heterocyclylalkylene , haloalkyl , haloalkenyl , 
haloalkynyl , hydroxyalkyl , hydroxyalkenyl , 
hydroxyalkynyl , aralkyl , aralkenyl , aralkynyl , 
airylheterocyclyl , carboxy, carboxyalkyl , alkoxyalkyl, 

15 alkenoxyalkyl , alkynoxyalkyl, airyloxyalkyl , 

heterocyclyloxyalkyl, alkoxyalkoxy , mercaptoalkyl , 
alkylthioalkylene , alkenylthioalkylene , 
alkylthioalkenylene , amino , aminoalkyl , alkylamino , 
alkenylamino, alkynylamino, arylaminO/ heterocyclylamino 

2 0 alkylsulf inyl, alkenylsulf inyl , alkynylsulf inyl , 

arylsulf inyl , heterocyclylsulf inyl , alkylsulf onyl , 
alkenylsulf onyl , alkynylsulf onyl , arylsulf onyl , 
heterocyclylsulf onyl , alkylaminoalkylene, 
alkylsulf onylalkylene , acyl , acyloxycarbonyl , 
25 alkoxycarbonylalkylene, aryloxycarbonylalkylene , 

heterocyclyloxycarbonylalkylene , alkoxycarbonylarylene , 
aryloxycarbonylarylene , heterocyclyloxycarbonylarylene , 
alkylcarbonylalkylene , arylcarbonylalkylene , 
heterocyclylcarbonylalkylene , alkylcarbonylarylene , 

3 0 arylcarbonylarylene , heterocyclylcarbonylarylene , 

alkylcarbonyloxyalkylene , arylcarbonyloxyalkylene , 
heterocyclylcarbonyloxyalkylene , alkylcarbonyloxyarylene 
arylcarbonyloxyarylene , and 
heterocyclylcarbonyloxyarylene ; or 
3 5 has the formula ■ 

f" II 

C — CCHgD C_N 

H ^"^^ (II) 



wherein : 

i is an integer from 0 to 9 ; 

R^^ is selected from hydrogen, alkyl, aralkyl, 
4 0 heterocyclylalkyl , alkoxyalkylene , aryloxyalkylene , 
aminoalkyl, alkylaminoalkyl , arylaminoalkyl , 
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alkylcarbonylalkylene , arylcarbonylalkylene , and 
heterocyclylcarbonylaminoalkylene ; and 

R^* is selected from hydrogen, alkyl, alkenyl, 

45 alkynyl, cycloalkylalkylene, aralkyl, 

alkoxycarbonylalkylene, and alkylaminoalkyl ; and. 

R^"' is selected from alkyl, cycloalkyl, alkynyl , 
aryl, heterocyclyl , aralkyl, cycloalkylalkylene , 
cycloalkenylalkylene , cycloalkylarylene , 

50 cycloalkylcycloalkyl, heterocyclylalkylene , alkylarylene , 
alkylaralkyl, aralkylarylene , alkylheterocyclyl , 
alkylheterocyclylalkylene , alkylheterocyclylairylene , 
aralkylheterocyclyl , alkoxyalkylene , alkoxyairylene , 
alkoxyaralkyl , alkoxyheterocyclyl , alkoxyalkoxyarylene , 

55 aryloxyarylene, aralkoxyarylene , 

alkoxyheterocyclylalkylene , aryloxyalkoxyarylene , 
alkoxycarbonylalkylene , alkoxycarbonylheterocyclyl , 
alkoxycarbonylheterocyclylcarbonylalkylene , aminoalkyl , 
alkylaminoalkylene, arylaminocarbonylalkylene, 

60 alkoxyairylaminocarbonylalkylene , amino carbony la Iky lene, 
arylaminocarbonylalkylene , alkylaminocarbonylalkylene , 
ar^lcarbonylalkylene , alkoxycarbonylarylene , 
aryloxycarbonylarylene , alky laryloxycarbonylary lane , 
arylcarbonylarylene , alkylarylcarbonylarylene , 

65 alkoxycarbonylheterocyclylarylene, 
alkoxycarbonylalkoxylarylene , 

heterocyclylcarbonylalkylarylene , alkylthioalkylene , 
cycloalky 1 thioalkylene , ' alkylthioarylene , 
aralkylthioarylene , heterocyclylthioarylene , 

70 arylthioalklylarylene , arylsulf onylaminoalkylene , 

alkylsulf onylarylene , alkylaminosulf onylarylene ; wherein 
said alkyl, cycloalkyl, aryl, heterocyclyl, aralkyl, 
heterocyclylalkylene , alkylheterocyclylarylene, 
alkoxyarylene , aryloxyarylene , ajrylaminocarbonylalkylene , 

75 aryloxycarbonylarylene, arylcarbonylarylene, 
alkylthioarylene , heterocyclylthioarylene , 
arylthioalklylarylene, and alkylsulf onylarylene groups 
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are optionally substituted with one or more radicals 
independently selected from alkyl , halo, haloalkyl, 

80 alkoxy, keto, amino, nitro, and cyano; or 

R^'' is -CHR^®R^^ wherein R^® is alkoxycarbonyl , and R=* 
is selected from aralkyl, aralkoxyalkylene , 
heterocyclylalkylene , alkylheterocyclylalkylene , 
alkoxycarbonylalkylene , alkylthioalkylene , and 

85 aralkylthioalkylene; wherein said aralkyl and 

heterocylcyl groups are optionally substituted with one 
or more radicals independently selected from alkyl and 
nitro; or 

R^^ and R^'' together with the nitrogen atom to which 
9 0 they are attached form a heterocycle, wherein said 

heterocycle is optionally substituted with one or more 
radicals independently selected from alkyl, aryl, 
heterocyclyl , heterocyclylalkylene , 
alkylheterocyclylalkylene , aryloxyalkylene , 
95 alkoxyarylene , alkylaryloxyalkylene , alkylcarbonyl / 
alkoxycarbonyl, aralkoxycarbonyl , alkylamino and 
alkoxycarbonylamino; wherein said aryl, 

heterocyclylalkylene and aryloxyalkylene radicals are 
optionally substituted with one or more radicals 
100 independently selected from halogen, alkyl and alkoxy; 
and 

R^ is selected from hydrido, halogen, alkyl, alkenyl, 
alkynyl , aryl , heterocyclyl , haloalkyl , hydroxyalkyl , 
aralkyl, alkylheterocyclyl , heterocyclylalkyl , 
105 alkylamino, alkenylaminp , alkynylamino, arylamino, 

heterocyclylamino, heterocyclylalkylamino , aralkylamino , 
aminoalkyl, aminoaryl, aminoa Iky 1 amino, 

arylaminoalkylene , alkylaminoalkylene , arylaminoarylene, 
alkylaminoarylene , alkylaminoalkylamino , cycloalky 1 , 
110 cycloalkenyl , alkoxy, heterocyclyloxy , alkylthio, 
arylthio, heterocyclyl thio, carboxy, carboxyalkyl, 
carboxycycloalkyl , carboxycycloalkenyl , 

carboxyalkylamino , alkoxycarbonyl , heterocyclylcarbonyl , 
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alkoxycarbonylalkyl , alkoxycarbonylheterocyclyl , 
115 alkoxycarbonylheterocyclylcarbonyl , alkoxyalkylamino, 

alkoxycarbonylaminoalkylamino, and heterocyclylsulf onyl ; 
wherein the ary 1 , heterocyclyl, heterocyclylalkyl , 
cycloalkyl and cycloalkenyl groups are optionally 
substituted with one or more radicals independently 

12 0 selected from halo, keto, amino, alkyl, alkenyl, alkynyl, 

aryl, heterocyclyl , aralkyl, heterocyclylalkyl , 
epoxyalkyl, amino (hydroxyalkyl) carboxy, alkoxy, aryloxy, 
aralkoxy, haloalkyl, alkylamino, alkynylamino, 
alkylaminoalkylamino, heterocyclylalkylamino, 
125 alkylcarbonyl, alkoxycarbonyl , alkylsulf onyl , 
arylsulf onyl , and aralkylsulf onyl ; or 
has the formula : 

I 

— c— ccH2:)j- 

wherein: 

130 j is an integer from 0 to 8; and 

m is 0 or 1; and 

and R^^ are independently selected from hydrogen, 
alkyl, aryl, heterocyclyl, aralkyl, heterocyclylalkylene , 
aminoalkyl , alkylaminoalkyl , aminocarbonylalkyl , 

13 5 alkoxyalkyl, and alkylcarbonyloxyalkyl ; and 

R^^ is selected from hydrogen, alkyl, aralkyl, 
heterocycly lalkyl , alkoxyalkylene , aryloxyalkylene , 
aminoalkyl , alkylaminoalkyl , arylaminoalkyl , 
alkylcarbonylalkylene, arylcarbonylalkylene, and 

14 0 heterocyclylcarbonylaminoalkylene ; 

R^^ is selected from hydrogen, alkyl, -C(0)R^% 
-C(0)0R3^, -SOaR^*, -C{0)NR"r3^ and -SO^NR^^R*", wherein R", 
R^®, R^*', R^®, R^^ and R*° are independently selected from 
hydrocarbon, heterosubstituted hydrocarbon and 
145 heterocyclyl; and 



H 
i 

C 

1.3 
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R^* is selected fr-om hydrogen, alkyl, aminocarbonyl , 
alkylaminocarbonyl , and airy 1 ami nocar bony 1 ; or 

is -CR*^R'*2 wherein R*^ is aryl, and R*^ is hydroxy; and 
R^ is selected from pyridinyl, pyrimidinyl, 
150 quinolinyl, purinyl , 




(IV) (V) 
wherein R^^ is selected from hydrogen, alkyl, 
aminoalkyl, alkoxyalkyl, alkenoxyalkyl , and aryloxyalkyl ; 
155 and 

wherein the R^ pyridinyl, pyrimidinyl, quinolinyl and 
purinyl groups are optionally substituted with one or 
more radicals independently selected from halo, alkyl, 
aralkyl, aralkenyl, airylheterocyclyl , carboxy, 

160 carboxyalkyl , alkoxy, aryloxy, alkylthio/ arylthio, 

alkylsulf inyl , arylsulf inyl , alkylsulf onyl , arylsulf onyl , 
aralkoxy, heterocyclylalkoxy , amino, alkylamino, 
a 1 keny 1 ami no , a 1 kyny 1 amino , eye 1 oa 1 ky 1 ami no , 
cycloalkenylamino, arylamino, heterocyclylamino, 

165 aminocarbonyl , cyano, hydroxy, hydroxyalkyl , 

alkoxycarbonyl , aryloxycarbonyl , heterocyclyloxycarbonyl , 
alkoxycarbonylamino , alkoxyaralkylamino , aminosulf inyl , 
aminosulf onyl , alkylaminoalkylamino , hydroxyalkylamino , 
aralkylamino, heterocyclylalkylamino, 

170 aralkylheterocyclylamino, nitro, alkylaminocarbonyl , 

alkylcarbonylamino, halosulf onyl , aminoalkyl , haloalkyl , 
alkylcarbonyl , hydrazinyl, alkylhydrazinyl , 

arylhydrazinyl, or -NR**R*^ wherein R** is alkylcarbonyl or 
amino, and R*^ is alkyl or aralkyl ; and 
175 R* is selected from hydrido, alkyl, alkenyl, alkynyl. 
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180 



185 



190 



195 



cycloalkyl, cycloalkenyl, aryl, and heterocyclyl , wherein 

is optionally substituted with one or more radicals 
independently selected from halo, alkyl, alkenyl, 
alkynyl, aryl, heterocyclyl , alkylthio, arylthio, 
alkylthioalkylene , arylthioalkylene , alkylsulf inyl , 
alkylsulf inylalkylene , arylsulf inylalkylene , 
alkylsulf onyl , alkylsulf onylalkylene , 
arylsulf onylalkylene, alkoxy, aryloxy, aralkoxy, 
aminocarbonyl , alkylaminocarbonyl , arylaminocarbonyl , 
alkoxycarbonyl , aryloxycarbonyl , haloalkyl , amino , cyano , 
nitro/ alkylamino, arylamino, alkylaminoalkylene , 
arylaminoalkylene , aminoalkyl amino, and hydroxy; 
provided is not 2-pyridinyl when R"* is a phenyl ring 
containing a 2 -hydroxy substituent and when R^ is hydrido; 
further provided R^ is selected from aryl, heterocyclyl , 
unsubstituted cycloalkyl and cycloalkenyl when R* is 
hydrido; and further prc^vided R* is not 
methyl sulfonylphenyl ; or 

a pharmaceutically-acceptable salt or tautomer 
thereof . 

114, A method of treating inflammation, said method 
comprising treating the subject having or susceptible to 
inflammation with a therapeutically-ef f ective amount of a 
compound of Formula I 




3 



R 



1 



(I) 



wherein 



is selected from hydrido, alkyl , cycloalkyl. 
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alkenyl, cycloalkenyl , alkynyl, aryl , heterocyclyl , 
cycloalkylalkylene , cycloalkenylalkylene , 

10 heterocyclylalkylene , haloalkyl, haloalkenyl, 
haloalkynyl , hydroxyalkyl , hydroxyalkenyl , 
hydroxyalkynyl , aralkyl , aralkenyl , aralkynyl , 
arylheterocyclyl, carboxy, carboxyalkyl , alkoxyalkyl, 
alkenoxyalkyl , alkynoxyalkyl , aryloxyalkyl , 

15 heterocyclyloxyalkyl , alkoxyalkoxy, mercaptoalkyl , 
alkylttiioalkylene , alkenyl thioalkylene , 
alkylthioalkenylene , amino , aminoalkyl , alky 1 amino, 
alkenylamino, alkynylamino , arylamino, heterocyclyl amino, 
alkylsulf inyl , alkenylsulf inyl , alkynylsulf inyl, 

20 arylsulf inyl , heterocyclylsulf inyl , alkylsulf onyl , 
alkenylsulf onyl, alkynylsulf onyl , arylsulf orlyl , 
heterocyclylsulf onyl , alkylaminoalkylene , 
alkylsulf onylalkylene , acyl , .acyloxycarbonyl , 
alkoxycarbonylalkylene , aryloxycarbonylalkylene , 

25 heterocyclyloxycarbonylalkylene, alkoxycarbonylarylene , 
aryloxycarbonylairylene , heterocyclyloxycarbonylarylene , 
alkylcarbonylalkylene , arylcarbonylalkylene , 
heterocyclylcarbonylalkylene , alkylcarbonylarylene , 
axylcarbonylarylene , heterocyclylcarbonylarylene , 

3 0 alky Icarbonyloxyalkylene , arylcarbonyloxyalkylene , 

heterocyclylcarbonyloxyalkylene, alkylcaxbonyloxyarylene , 
arylcarbonyloxyarylene , and 
heterocyclylcarbonyloxyarylene ; or 
has the formula 

I II 

C — CCHgD C_N 

35 H R (11) 

wherein: 

i is an integer from 0 to 9 ; 

R^^ is selected from hydrogen, alkyl, aralkyl, 
heterocyclylalkyl , alkoxyalkylene , aryloxyalkylene , 
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4 0 aminoalkyl, alkylaminoalkyl , arylaminoalkyl , 

alkylcarbonylalkylene, arylcarbonylalkylene , and 
heterocyclylcarbonylaminoalkylene; and 

R^^ is selected from hydrogen, alkyl , alkehyl, 
alkynyl , cycloalkylalkylene , aralkyl , 
45 alkoxycarbonylalkylene , and alkylaminoalkyl ; and 

R^'' is selected from alkyl, cycloalkyl, alkynyl, 
aryl, heterocyclyl, aralkyl, cycloalkylalkylene, 
cycloalkenylalkylene , cyclpalkylarylene , 

cycloalkylcycloalkyl , heterocyclylalkylene , alkylarylene , 

50 alkylaralkyl , aralkylarylene, alkylheterocyclyl , 

alkylheterocyclylalkylene , alkylheterocyclylarylene , 
aralkylheterocyclyl , alkoxyalkylene , alkoxyarylene , 
alkoxyaralkyl , alkoxyheterocyclyl , alkoxyalkoxyarylene , 
aryloxyarylene , aralkoxyarylene, 

55 alkoxyheterocyclylalkylene , aryloxyalkoxyarylene , 

alkoxycarbonylalkylene , alkoxycarbonylheterocyclyl , 
alkoxycarbonylheterocyclylcarbonylalkylene , aminoalkyl , 
alkylaminoalkylene , arylaminocarbonylalkylene , 
alkoxyarylaminocarbonylalkylene , aminocarbonylalkylene , 

60 arylaminocarbonylalkylene , a Ikyl aminocarbonylalkylene , 
arylcarbonylalkylene , alkoxycarbonylarylene , 
aryloxycarbonylarylene , alkylaryloxycarbonylarylene , 
arylcarbonylarylene , alkylarylcarbonylarylene , 
alkoxycarbonylheterocyclylarylene, 

6 5 alkoxycarbony lalkoxyl arylene , 

heterocyclylcarbonylalkylarylene , alkylthioalkylene , 
cycloalkylthioalkylene , alkylthioarylene , 
aralkylthioairylene , heterocyclylthioarylene , 
arylthioalklylarylene , arylsulf onylaminoalkylene , 

70 alkylsulf onylarylene, alkylaminosulf onylarylene ; wherein 
said alkyl, cycloalkyl, aryl, heterocyclyl , aralkyl, 
heterocyclylalkylene , alkylheterocyclylarylene , 
alkoxyarylene , a ryloxy arylene , arylaminocarbonylalkylene , 
aryloxycarbonylarylene , arylcarbonylarylene , 

75 alkylthioarylene , heterocyclylthioarylene , 
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arylthioalklylarylene , and alkylsulf onylarylene groups 
are optionally substituted with one or more radicals 
independently selected from alkyl, halo, haloalkyl, 
alkoxy, keto, amino, nitro, and cyano; or 

8 0 R^'' is -CHR^^R^^ wherein R^^ is alkoxycarbonyl , and R=* 

is selected from aralkyl, aralkoxyalkylene , 
heterocyclylalkylene , alkylheterocyclylalkylene , 
alkoxycarbonylalkylene , alkylthioalkylene , and 
aralkylthioalkylene ; wherein said aralkyl and 

85 heterocylcyl groups are optionally substituted with one 
or more radicals independently selected from alkyl and 
nitro; or 

R^^ and R^'' together with the nitrogen atom to which 
they are attached form a heterocycle , wherein said 

90 heterocycle is optionally sxabstituted with one or more 
radicals independently selected from alkyl, aryl, 
heterocyclyl , heterocyclylalkylene , 
alkylheterocyclylalkylene , aryloxyalkylene , 
alkoxyarylene , alkylaryloxyalkylene , alkylcarbonyl , 

95 alkoxycarbonyl , aralkoxycarbonyl , alkylamino and 
alkoxycarbonylamino; wherein said aryl, 

heterocyclylalkylene and aryloxyalkylene radicals are 
optionally substituted with one or more radicals 
independently selected from halogen, alkyl and alkoxy; 
100 and 

R^ is selected from hydrido, halogen, alkyl, alkenyl, 
alkynyl, aryl, heterocyclyl, haloalkyl, hydroxyalkyl, 
aralkyl , alkylheterocyclyl , heterocyclylalkyl , 
alkylamino, alkenylamino, alkynylamino, arylamino, 
105 heterocyclylamino, heterocyclylalkylamino, aralkylamino, 
aminoalkyl , aminoaryl , aminoalkylamino , 

arylaminoalkylene , alkylaminoalkylene , arylamino^irylene , 
alkylaminoarylerie , alkylaminoalkylamino, cycloalkyl , 
cycloalkenyl , alkoxy, heterocyclyloxy, alkylthio, 
110 arylthio, heterocyclylthio, carboxy, carboxyalkyl , 
carboxycycloalkyl , carboxy cycloalkenyl. 
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120 



125 



130 



135 



140 



carboxyalkylamino , alkoxycarbonyl , heterocyclylcarbonyl , 



alkoxycarbonylheterocyclylcarbonyl , alkoxyalkylamino , 
alko3cycarbonylaminoalkylamino, and heterocyclylsulf onyl ; 
wherein the aryl, heterocyclyl , heterocyclylalkyl , 
cycloalkyl and cycloalkenyl groups are optionally 
substituted with one or more radicals independently 
selected from halo, keto, amino, alkyl, alkenyl, alkynyl, 
aryl, heterocyclyl, aralkyl, heterocyclylalkyl , 
epoxyalkyl, amino ( hydroxy alkyl) carboxy, alkoxy, aryloxy, 
aralkoxy, haloalkyl, alkylamino, alkynylamino, 
alkylaminoalkylamino , heterocyclylalkylamino , 
alkylcarbonyl , alkoxycarbonyl , alkylsulf onyl , 
arylsulf onyl , and aralkylsulf onyl ; or 
has the formula: 



wherein: 

j is an integer from 0 to 8 ; and 

m is 0 or 1; and 

and R^^ are independently selected from hydrogen, 
alkyl, aryl, heterocyclyl, aralkyl, heterocyclylalkylene , 
aminoalkyl, alkylaminoalkyl, aminocarbonylalkyl, 
alkoxyalkyl, and alkylcarbonyloxyalkyl ; and 

R^^ is selected from hydrogen, alkyl, aralkyl, 
heterocyclylalkyl , alkoxyalkylene , aryloxyalkylene , 
aminoalkyl , alkylaminoalkyl , arylaminoalkyl , 
alkylcarbonylalkylene , arylcarbonylalkylene , and 
heterocyclylcarbonylaminoalkylene ; 

R^^ is selected from hydrogen, alkyl, -C(0)R^^, 
-C(0)OR^^, -SOjR^*^, -C(0)NR"r3\ and -SOaNR^'R*** , wherein R^^, 
R^*, R^"', R^®, R^' and R*° are independently selected from 
hydrocarbon, heterosubstituted hydrocarbon emd 



alkoxycarbonyl alkyl , alkoxycarbonylheterocyclyl , 
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heterocyclyl ; and 
145 R^* is selected from hydrogen, alkyl , aminocarbonyl , 

alkylaminocarbonyl , and arylaminocarbonyl ; or 

is -CR*^R^^ wherein R^^ is aryl , and R^^ is hydroxy; and 
R^ is selected from pyridinyl, pyrimidinyl, 
quinolinyl, purinyl. 




(IV) (V) • 

wherein R^^ is selected from hydrogen, alkyl, 
aminoalkyl, alkoxyalkyl, alkenoxyalkyl , and .aryloxyalkyl ; 
and 

155 wherein the R^ pyridinyl, pyrimidinyl, quinolinyl and 

purinyl groups are optionally siibstituted with one or 
more radicals independently selected from halo, alkyl, 
aralkyl, aralkenyl, arylheterocyclyl , carboxy, 
carboxyalky 1 , alkoxy, aryloxy, alkyl thio, arylthio, 

160 alkylsulf inyl , arylsulf inyl , alkylsulf onyl , arylsulf onyl , 
aralkoxy, heterocyclylalkoxy , amino, alkylamino, 
alkenylamino , alkynyl amino, eye loa Iky 1 amino, 
cycloalkenylamino, arylamino, heterocyclylamino, 
aminocarbonyl , cyano, hydroxy, hydroxyalkyl , 

165 alkoxycairbonyl , aryloxycarbonyl , heterocyclyloxycarbonyl , 
alkoxycarbonylamino, a Ikoxyar alkyl amino, aminosulf inyl , 
aminosulf onyl , alkyl ami no alkyl ami no, hydroxy alkyl ami no, 
aralkylamino, he terocyclyl alkylamino , 

aralkylheterocyclylamino, nitro, alkylaminocarbonyl , 
170 alkylcarbonylamino, halosulf onyl , aminoalkyl, haloalkyl , 
alkylcarbonyl , hydrazinyl , alkylhydrazinyl , 

arylhydrazinyl , or -NR^^R*^ wherein R** is alkylcarbonyl or 
amino, and R*^ is alkyl or aralkyl ; and 



SUBSmUTESHEEr(RUJE26) 



wo 98/52940 



PCTAJS98/10436 



799 



175 



180 



185 



190 



R* is selected from hydrido, alkyl, alkenyl, alkyrxyl, 
cycloalkyl, cycloalkenyl , aryl# and heterocyclyl , wherein 

is optionally substituted with, one or more radicals, 
independently selected from halo, alkyl, alkenyl, 
alkynyl, aryl , heterocyclyl, alkylthio, arylthio, 
alkylthioalkylene , arylthioalkylene , alkylsulf inyl , 
alkylsulf inylalkylene , airylsulf inylalkylene , 
alkylsulf onyl , alkylsulf onylalkylene, 
arylsulf onylalkylene , alkoxy, aryloxy, aralkoxy, 
aminocarbonyl , alkylaminocarbonyl , arylaminocarbonyl , 
alkoxycarbonyl , aryloxycarbonyl , haloalkyl, amino, cyano, 
nitro, alkylamino, arylamino, alkylaminoalkylene, 
arylaminoalkylene , aminoalkylamino, and hydroxy; 
provided R^ is not 2-pyridinyl when R* is a phenyl ring 
containing a 2 -hydroxy substituent and when R^ is hydrido; 
further provided R^ is selected from aryl^-, heterocyclyl , 
unsubstituted cycloalkyl and cycloalkenyl when R^ is 
hydrido; and further provided R'* is not 
methylsulf onylphenyl ; or 

a pharmaceutically-acceptable salt or tautomer 
thereof . 

115. A method of treating arthritis, said method 
comprising treating the subject having or susceptible to 
arthritis with a therapeutically-ef f ective amount of a 
compound of Formula I 




(I) 
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wlierein 

is selected from hydrido, alkyl, cycloalkyl, 
alkenyl , cycloalkenyl , alkynyl , aryl / he terocyclyl , 
cycloalkylalkylene , cycloalkenylalkylene , 

10 heterocyclylalkylene, haloalkyl, haloalkenyl, 
haloalkynyl, hydroxyalkyl , hydroxyalkenyl , 
hydroxyalkynyl , aralkyl , aralkenyl, aralkynyl, 
ar^lheterocyclyl, carboxy, carboxyalkyl , alkoxyalkyl, 
alkenoxyalkyl , alkynoxyalkyl , aryloxyalkyl , 

15 heterocyclyloxyalkyl , alkoxyalkoxy , mercaptoalkyl , 
alkylthioalkylene, alkenyl thioalkylene , 
alkylthioalkenylene, amino, aminoalkyl , alkylamino, 
alkenylamino , alkynylamino , arylamino , heterocyclylamino , 
alkylsulf inyl , alkenylsulf inyl , alkynylsulf ihyl , 

20 arylsulf inyl, heterocyclylsulf inyl , alkylsulf onyl , 
alkenylsulf onyl, alkynylsulf onyl , arylsulf pnyl, 
heterocyclylsulf onyl, alkylaminoalkylene, 
alkylsulf onylalkylene , acyl , acyloxycarbonyl , 
alkoxycarbonylalkylene , aryloxycarbonylalkylene , 

2 5 heterocyclyloxycarbonylalkylene , alkoxycarbonylairylene , 
aryloxycarbonylarylene , heterocyclyloxycarbonylarylene , 
alkylcarbonylalkylene , arylcarbonylalkylene , 
heterocyclylcarbonylalkylene , alkylcarbonylarylene , 
airylcarbonylarylene , heterocyclylcarbonylarylene , 

3 0 alkylcarbonyloxyalkylene , arylcarbonyloxyalkylene , 

heterocyclylcarbonyloxyalkylene , alkylcarbonyloxyarylene , 
arylcarbonyloxyarylene , and 
heterocyclylcarbonyloxyarylene ; or 
has the formula 

r25 o 



I II 



26 



C — CCH^D ,- C_N 

35 H (jjj 



wherein : 

i is an integer from 0 to 9; 
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R^^ is selected from hydrogen, alkyl, aralkyl, 
heterocyclylalkyl , alkoxyalkylene , aryloxyalkylene , 
4 0 aminoalkyl, alkylaminoalkyl , arylaminoalkyl , 

alkylcarbonylalkylene , arylcarbonylalkylene , and 
heterocyclylcarbonylaminoalkylene ; and 

R^* is selected from hydrogen, alkyl, alkenyl, 
alkynyl, cycloalkylalkylene , aralkyl, 
4 5 alkoxycarbonylalkylene , and alkylaminoalkyl ; and 

R^'' is selected from alkyl, cycloalkyl, alkynyl, 
aryl , heterocyclyl , aralkyl , cycloalkylalkylene , 
cycloalkenylalkylene , cycloalkylarylene, 

cycloalkylcycloalkyl , heterocyclylalkylene , alkylarylene , 

50 alkylaralkyl, aralkylarylene , alkylheterocyclyl , 

alkylheterocyclylalkylene , alkylheterocyclylarylene , 
aralkylheterocyclyl , alkoxyalkylene , alkoxyarylene , 
alkoxyaralkyl , alkoxyheterocyclyl , alkoxyalkoxyarylene , 
aryloxyarylene , aralkoxyary lene , 

55 alkoxyheterocyclylalkylene, aryloxyalkoxyarylene, 

alkoxycarbonylalkylene alkoxycarbonylheterocyclyl , 
alkoxycarbonylheterocyclylcarbonylalkylene , aminoalkyl , 
alkylaminoalkylene , arylaminocarbonylalkylene , 
alkoxyarylaminocarbonylalkylene , aminocarbonylalkylene , 

6 0 arylaminocarbonylalkylene , alkyl aminocarbonylalkylene , 
aryl carbonylalky lene , alkoxycarbonylarylene , 
aryloxycarbonylarylene, * alkylaryloxycarbonylarylene , 
ary Icarbonylarylene , alkylarylcarbonylarylene , 
alkoxycarbonylheterocyclylarylene , 

65 alkoxycarbonylalkoxylarylene , 

heterocyclylcarbonylalkylarylene , alkylthioalkylene , 
cycloalkylthioalkylene , alkylthioarylene , 
aralkylthioarylene , heterocyclylthioarylene , 
arylthioalklylarylene , aryl sulfonylaminoalky lene , ^ 

70 alkylsulf onylarylene , alkylaminosulf onylarylene ; wherein 
said alkyl, cycloalkyl, aryl, heterocyclyl, aralkyl, 
heterocyclylalkylene , alkylheterocyclylarylene , 
alkoxyarylene , aryloxyarylene , arylaminocarbonylalkylene , 
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aryloxycarbonylarylene , arylcarbonylarylene , 
75 alkylthioarylene , heterocyclylthioarylene , 

arylthioalklylarylene, and alkylsulf onylairylene groups 
are optionally substituted with one or more radicals 
independently selected from alkyl, halo, haloalkyl, 
alkoxy, keto, amino, nitro, and cyano; or 
80 R^'' is -CHR^^R^' wherein R'® is alkoxycarbonyl , and R^^ 

is selected from aralkyl, aralkoxyalkylene , 
heterocyclylalkylene , alkylheterocyclylalkylene , 
alkoxycarbonylalkylene, alkylthioalkylene, and 
aralkylthioalkylene; wherein said aralkyl and 
8 5 heterocylcyl groups are optionally substituted with one 
or more radicals independently selected from alkyl and 
nitro; or 

R^^ and R^'' together with the nitrogen atom to which 
they are attached form a heterocycle, wherein said 

90 heterocycle is optionally substituted with one or more 
radicals independently selected from alkyl, aaryl, 
heterocyclyl , heterocyclylalkylene , 
alkylheterocyclylalkylene , aryloxyalkylene , 
alkoxyarylene , alkylaryloxyalkylene , alkylcarbonyl , 

95 alkoxycarbonyl , aralkoxycarbonyl , alkylamino and 
alkoxycarbonylamino; wherein said aryl, 

heterocyclylalkylene and aryloxyalkylene radicals are 
optionally substituted with one or more radicals 
independently selected from halogen, alkyl and alkoxy; 
100 and 

R^ is selected from hydirido, halogen, alkyl, alkenyl, 
alkynyl, aryl, heterocyclyl, haloalkyl, hydroxyalkyl , 
aralkyl , alkylheterocyclyl , heterocyclylalkyl , 
alkylamino, alkenylamino , alkynyl amino , arylamino, 
105 heterocyclylamino, heterocyclylalkylamino, aralkylamino, 
aminoalkyl , aminoaryl , aminoalkylamino , 

arylaminoalkylene , alkylaminoalkylene , arylaminoarylene , 
alkylaminoarylene , alkyl aminoalkyl amino , cycioalkyl , 
cycloalkenyl , alkoxy, heterocyclyloxy , alkylthio. 
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aarylthio, heterocyclylthio , carboxy, carboxyalkyl , 
carboxycycloalkyl , carboxycycloalkenyl , 

carboxyalkylamino, alkoxycarbonyl , heterocyclylcarbonyl , 
alkoxycarbonylalkyl, alkoxycarbonylheterocyclyl , 
alkoxycarbonyl he terocyclylcarbonyl / alkoxyalkylamino , 
alkoxycarbonylaminoalkylamino, and heterocyclylsulf onyl ; 
wherein the aryl , heterocyclyl , heterocyclylalkyl , 
cycloalkyl and cycloalkenyl groups are optionally 
substituted with one or more radicals independently 
selected from halo^ keto, amino, alkyl, alkenyl, alkynyl, 
aryl , heterocyclyl , aralkyl , heterocyclylalkyl , 
epoxyalkyl, amino ( hydroxy alky 1) carboxy, alkoxy, aryloxy, 
aralkoxy, haloalkyl, alkylamino, alkynylamino, 
alkylaminoalkylamino , heterocyclylalky lamino , 
alkylcarbonyl , alkoxycarbonyl , alkylsulf onyl , 
arylsulf onyl , and aralkylsulf onyl ; or 
has the formula : 



I 



H 
I 

C 



(III) 



wherein: 

j is an integer from 0 to 8 ; and 

130 m i s O or 1 ; and 

V?^ and R^^ are independently selected from hydrogen, 
alkyl, aryl, heterocyclyl, aralkyl, heterocyclylalkylene , 
aminoalkyl, alkylaminoalkyl, aminocarbonylalkyl , 
alkoxyalkyl, and alkylcarbonyloxyalkyl ; and 

135 R^^ is selected from hydrogen, alkyl, aralkyl, 

heterocyclylalkyl , alkoxyalkylene , aryloxyalkylene , 
aminoalkyl, alkylaminoalkyl, aryl amino a 1 kyl , 
alkylcarbonylalkylene , arylcarbonyl alkyl ene , and 
he t e r o cy c ly 1 c ar bony 1 ami no a 1 kyl ene ; 

14 0 R" is selected from hydrogen, alkyl, -C(0)R^^, 

-C(0)OR^^ -SOaR^S -C(0)NR"r3«, and -SO^NR^^R^^, wherein R^^ 
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R^^, R^*", R^®, R^^ and R^° are independently selected from 
hydrocarbon, heterosuJbstituted hydrocarbon and 
heterocyclyl ; and 
145 R^* is selected from hydrogen, alkyl , aminocarbonyl , 

alkylaminocarbonyl, and arylaminocarbonyl ; or 
R^ is -CR*^R*^ wherein R^^ is aryl, and R*^ is hydroxy; and 

R^ is selected from pyridinyl, pyrimidinyl, 
quinolinyl, purinyl. 



150 




. (IV) (V) 
wherein R'*^ is selected from hydrogen, alkyl, 
aminoalkyl, alkoxyalkyl, alkenoxyalkyl , and aryloxyalkyl ; 
and 

155 wherein the R^ pyridinyl,, pyrimidinyl, quinolinyl and 

purinyl groups are optionally substituted with one or 
more radicals independently selected from halo, alkyl, 
aralkyl, aralkenyl, asrylheterocyclyl , carboxy, 
carboxyalkyl, alkoxy, aryloxy, alkylthio, aarylthio, 

160 alkylsulf inyl , arylsulf inyl , alkylsulf onyl , arylsulf onyl , 
aralkoxy, heterocyclylalkoxy , amino, alkylamino, 
alkeny lamino , alkynylamino , eye loalkylamino , 
cycloalkenylamino , arylamino , heterocyclylamino , 
aminocarbony 1 , cyano , hydroxy , hydroxyalky 1 , 

165 alkoxycarbonyl , aryloxycarbonyl , heterocyclyloxycarbonyl , 
alkoxycarbonylamino , alkoxyaralkylamino, aminosulf inyl , 
aminosulf onyl , alkylaminoalkylamino, hydroxy a Iky lamino, 
aralkylamino, heterocyclyl a Iky lamino, 

aralkylheterocyclylamino , nitro , alkylaminocarbonyl , 
170 alkylcarbonylamino, halosulf onyl , aminoalkyl, haloalkyl, 
alkylcarbonyl , hydrazinyl , alky Ihydraz inyl , 
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arylhydrazinyl, or -NR**R*^ wherein R** is alkylcarbonyl or 
amino, and R*^ is alkyl or aralkyl; and 

R* is selected from hydrido, alkyl, alkenyl, alkynyl, 

175 cycloalkyl, cycloalkenyl , aryl, and heterocyclyl , wherein 
R* is optionally substituted with one or more radicals 
independently selected from halo, alkyl, alkenyl, 
alkynyl, aryl, heterocyclyl , alkylthio, arylthio, 
alkylthioalkylene, arylthioalkylene , alkylsulf inyl , 

18 0 alkylsulf inylalkylene , arylsulf inylalkylene , 
alkylsulf onyl , alkylsulf onylalkylene , 
arylsulf onylalkylene, alkoxy, aryloxy, aralkoxy, 
aminocarbonyl , alkylaminocarbonyl , arylaminocarbonyl , 
alkoxycarbonyl , aryloxycarbonyl, haloalkyl, amino, cyano, 

185 nitro, alkylamino, arylamino, alkylaminoalkylene , 
arylaminoalkylene, aminoalkylamino , and hydroxy; 
provided R^ is not 2-pyridinyl when R^ is a phenyl ring 
containing a 2 -hydroxy substituent and when R^ is hydrido; 
further provided R^ is selected from aryl, heterocyclyl, 

190 unsubstituted cycloalkyl and cycloalkenyl when R* is 
hydrido; and further provided R* is not 
methylsulf onylphenyl ; or 

a pharmaceutically-acceptable salt or tautomer 
thereof . 

116 . A method of treating a p38 kinase mediated 
disorder, said method comprising treating the subject 
having or susceptible to such disorder with a 
therapeutically-ef f ective amount of a compound of 
5 Formula I 
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wherein 

Z represents a carbon atom or a nitrogen atom; and 
is selected from hydrido, lower alkyl, lower 
10 hydroxyalkyl and lower alkynyl; and 

is selected from hydrido and lower alkyl; and 
R^ is selected from phenyl and benzodioxolyl ; wherein 
phenyl is optionally sxibstituted with one or more halo 
radicals; and 
15 R^ is selected from hydrido, halo and 

alkylhydraz iny 1 ; or 

a pharmaceutically-acceptable salt or tautoraer 
thereof , 

117 . The method of Claim 112 wherein the TNF 
mediated disorder is selected from the group of disorders 
consisting of bone resorption, graft vs. host reaction, 
atherosclerosis , arthritis , osteoarthritis , rheumatoid 
5 arthritis, gout, psoriasis, topical inflammatory disease 
state, adult respiratory distress syndrome, asthma, 
chronic pulmonary inflammatory disease, cardiac 
reperfusion injury, renal reperfusion injury, thrombus, 
glomerulonephritis, Crohn's disease, ulcerative colitis, 
10 inflammatory bowel disease and cachexia. 
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118 . The method of Claim 112 wherein the TNF 
mediated disorder is inflammation. 

119. The method of Claim 112 wherein the TNF 
mediated disease is arthritis. 

120. The method of Claim 112 wherein the TNF 
mediated disorder is asthma. 

121. The method of claim 112 wherein the compound is 
4- [3- (4-fluorophenyl) -lH-pyrazol-4-yl] pyridine or a 
pharmaceutically-acceptable salt or a tautomer thereof. 

122. The method of claim 112 wherein the compound is 
1- [5- (4-chlorophenyl) -4- (4 -pyridinyl ) -lH-pyrazol-3 -yl] -4- 
methylpiperazine or a pharmaceutically-acceptable salt or 
a tautomer thereof. 

123. The method of Claim 113 wherein the disorder is 
a p3 8Qf kinase mediated disorder. 

124. The method of Claim 113 wherein the p38 kinase 
mediated disorder is selected from the group of disorders 
consisting of bone resorption, graft vs. host reaction, 
atherosclerosis, arthritis, osteoarthritis, rheumatoid 

5 arthritis, gout, psoriasis, topical inflammatory disease 
state, adult respiratory distress syndrome, asthma, 
chronic pulmonary inf lammatoiry disease, cardiac 
reperfusion injury, renal reperfusion injury, thrombus, 
glomerulonephritis, Crohn's disease, ulcerative colitis, 
10 inflammatory bowel disease and cachexia. 

125. The method of Claim 113 wherein the p38 kinase 
mediated disorder is inflammation, 

126. The method of Claim 113 wherein the p38 kinase 
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mediated disorder is arthritis. 



127. The method of Claim 113 wherein the p38 kinase 



mediated disorder is asthma. 

128. The method of Claim 116 wherein the disorder is 
a p3 8a kinase mediated disorder. 

129. The method of Claim 116 wherein the p38 kinase 
mediated disorder is selected from the group of disorders 
consisting of bone resorption, graft vs. host reaction, 
atherosclerosis , arthritis , osteoarthritis , rheumatoid 

5 arthritis, gout, psoriasis, topical inflammatory disease 
state, adult respiratory distress syndrome, asthma, 
chronic pulmonary inflammatory disease, cardiac 
reper fusion injury, renal reper fusion injury, thrombus, 
glomerulonephritis, Crohn's disease, ulcerative colitis, 
10 inflammatory bowel disease and cachexia, 

130. The method of Claim 116 wherein the p38 kinase 
mediated disorder is inflammation. 

131. The method of Claim 116 wherein the p38 kinase 
mediated disorder is arthritis . 

132. The method of Claim 116 wherein the p38 kinase 
mediated disorder is asthma. 



13 3. A method of preparing pyrazoles of Formula I 
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wherein 

is selected from hydrido, alkyl, cycloalkyl, 
5 alkenyl, cycloalkenyl , alkynyl , aryl, heterocyclyl, 
cycloalkylalkylene , cycloalkenylalkylene , 
heterocyclylalkylene , haloalkyl , haloalkenyl , 
haloalkynyi , hydroxyalkyl , hydroxyalkenyl , 
hydroxyalkynyl , aralkyl, aralkenyl, aralkynyl, 

10 arylheterocyclyl , carboxy, carboxyalkyl , alkoxyalkyl, 
alkenoxyalkyl , alkynoxyalkyl , aryloxyalkyl , 
heterocyclyloxyalkyl , alkoxyalkoxy , mercaptoalkyl , 
alkylthioalkylene , alkenylthioalkylene, 
alkylthioalkenylene , amino, aminoalkyl, alkylamino, 

15 alkenylamino, alkynylamino, arylamino, heterocyclylamino, 
alkylsulf inyl , alkenylsulf inyl , alkynylsulf inyl, 
arylsulf inyl , heterocyclylsulf inyl , alkylsulf onyl , 
alkenylsulf onyl , alkynylsulf onyl , airylsulf onyl , 
heterocyclylsulf onyl , alkylaminoalkylene, 

20 alkylsulf onylalkylene, acyl, acyloxycarbonyl , 

alkoxycarbonylalkylene , aryloxycarbonylalkylene , 
heterocyclyloxycarbonylalkylene , alkoxycarbonylarylene , 
aryloxycarbonylarylene , heterocyclyloxycarbonylarylene , 
alkylcarbonylalkylene , arylcarbonyl alkyl ene , 

25 heterocyclylcarbonylalkylene , alkylcarbonylarylene , 
arylcarbonylarylene , heterocyclylcarbonylary lene , 
alkylcarbonyloxyalkylene , arylcarbonyloxyalkylene , 
heterocyclylcarbonyloxyaikylene, alkylcarbonyloxyarylene , 
arylcarbonyloxyairylene , and 

30 heterocyclylcarbonyloxyarylene ; or 
has the formula 

o 



I II 

C — CCHgD C_N 

I 



wherein: 

i is an integer from 0 to 9 ; 



(II) 
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3 5 R^^ is selected from hydrogen, alkyl , aralkyl, 

heterocyclylalkyl , alkoxyalkylene , aryloxyalkylene , 
aminoalkyl, alkylaminoalkyl , arylaminoalkyl , 
alkylcarbonylalkylene, arylcarbonylalkylene , and 
heterocyclylcarbonylaminoalkylene ; and 

4 0 R^^ is selected from hydrogen, alkyl, alkenyl, 

alkynyl , cycloalkylalkylene , aralkyl , 
alkoxycarbonylalkylene, and alkylaminoalkyl; and 

R^'' is selected from alkyl, cycloalkyl, alkynyl, 
aryl, heterocyclyl , aralkyl, cycloalkylalkylene, 

4 5 cycloalkenylalkylene , cycloalkylarylene , 

cycloalkylcycloalkyl , heterocyclylalkylene, alkylarylene , 
alkylaralkyl , aralkylarylene , alkylheterocyclyl , 
alkylhet erocyclylalkylene , alkylheterocyclylarylene , 
aralkylheterocyclyl , alkoxyalkylene , alkoxyarylene , 

50 alkoxyaralkyl , alkoxyheterocyclyl , alkoxyalkoxyaarylene , 
aryloxyaarylene , aralkoxyarylene , 

alkoxyhet erocyclylalkylene , aryloxy alkoxyarylene, 
alkoxycarbonylalkylene , alkoxycarbonylheterocyclyl , 
alkoxycarbonylheterocyclylcarbonylalkylene , aminoalkyl , 

55 alkylaminoalkylene , arylaminocarbonylalkylene , 

alkoxyarylaminocarlDonylalkylene , aminocarbonylalkylene , 
arylaminocarbonylalkylene , alkylaminocarbonylalkylene , 
arylcarbonylalkylene , alkoxycarbonylarylene , 
aryloxycarbonylarylene , alkylaryloxycarbonylarylene , 

6 0 arylcarbonylarylene , alkylarylcarbonylarylene , 
alkoxycarbonylheterocyclylarylene , 
alkoxycarbonylalkoxylarylene , 

heterocyclylcarbonylalkylarylene , alkylthioalkylene , 
cycloalkylthioalkylene , alkylthioarylene , 

65 aralkyl thioarylene , heterocyclylthioarylene, 

arylthioalklylarylehe , arylsulf onylaminoalkylene 
alkylsulf onylarylene , alkylaminosulf onylarylene ; wherein 
said alkyl, cycloalkyl, aryl , heterocyclyl, aralkyl, 
heterocyclylalkylene, alkylheterocyclylarylene, 

70 alkoxyarylene , aryloxyar^iene , arylaminocarbonylalkylene , 
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aryloxycarbonylarylene , arylcarbonylarylene , 
alkylthioarylene , heterocyclylthioarylene , 
arylthioalklylarylene, and alkylsulf onylarylene groups 
are optionally substituted with one or more radicals 

75 independently selected from alkyl , halo, haloalkyl, 
alkoxy, keto, amino, nitro, and cyano; or 

R^'' is -CHR^®R^^ wherein R^^ is alkoxycarbonyl , and R^^ 
is selected from aralkyl, aralkoxyalkylene, 
he terocyclylalkylene , alkylheterocyclylalkylene , 

80 alkoxycarbonylalkylene, alkyl thioalkylene, and 
aralkylthioalkylene; wherein said aralkyl and 
heterocylcyl groups are optionally substituted with one 
or more radicals independently selected from alkyl and 
nitro; or 

85 R^^ and R'*' together with the nitrogen atom to which 

they are attached form a heterocycle, wherein said 
heterocycle is optionally substituted with one or more 
radicals independently selected from alkyl, aryl, 
heterocyclyl , heterocyclylalkylene , 

90 alkylheterocyclylalkylene, aryloxyalkylene , 

alkoxyarylene, alkylaryloxyalkylene, alkylcarbonyl , 
alkoxycarbonyl, aralkoxycarbonyl , alkylamino and 
alkoxycarbonylamino; wherein said aryl, 

heterocyclylalkylene and aryloxyalkylene radicals are 
95 optionally substituted with one or more radicals 

independently selected from halogen, alkyl and alkoxy; 
and 

R^ is selected from hydride, halogen, alkyl, alkenyl, 
alkynyl, aryl, heterocyclyl, haloalkyl, hydroxyalkyl , 
100 aralkyl, alkylheterocyclyl , heterocyclylalkyl , 

alkylamino, alkenylamino, alkynylamino, arv^^^^^i^O/ 
heterocyclyl amino, heterocyclylalkylamino, aralkylamino, 
aminoalkyl , aminoaryl , ami no alkyl amino , 

arylaminoalkylene , alkylaminoalkylene , aryl aminoaryl ene , 
105 alkylaminoarylene, alkylaminoalkylamino, cycloalkyl, 
cycloalkenyl, alkoxy, heterocyclyloxy, alkylthio. 
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arylthio, heterocyclylthio, carboxy, carboxyalkyl , 
carboxycycloalkyl , carboxycycloalkenyl , _ 

carboxyalkylamino, alkoxycarbonyl , heterocyclylcarbonyl , 
110 alkoxycarbonylalkyl , alkoxycarbonylheterocyclyl , 

alkoxycarbonylheterocyclylcarbonyl , alkoxyalkylamino , 
alkoxycarbonylaminoalkylamino, and heterocyclylsulf onyl ; 
wherein the aryl, heterocyclyl , heterocyclylalkyl , 
cycloalkyl and cycloalkenyl groups are optionally 
115 substituted with one or. more radicals independently 

selected from halo, keto, amino, alkyl, alkenyl, alkynyl, 
aryl, heterocyclyl , aralkyl, heterocyclylalkyl , 
epoxyalkyl, amino ( hydroxy alky 1) carboxy, alkoxy, aryloxy, 
aralkoxy, haloalkyl, alkylamino, alkynylamino, 
120 alkylaminoalkylamino , heterocyclylalkylamino , 
alkylcarbonyl , alkoxycarbonyl , alkylsulf onyl , 
arylsulf onyl , and aralkylsulf onyl ; or 
has the formula : 

,32 



H 

c 



(III) 



125 wherein: 

j is an integer from 0 to 8 ; and 
m is 0 or 1; and 

and R^^ are independently selected from hydrogen, 
aikyl, aryl, heterocyclyl, aralkyl, heterocyclylalkylene , 
13 0 aminoalkyl, alkylaminoalkyl , aminocarbonylalkyl , 
alkoxyalkyl, and alkylcarbonyloxyalkyl ; and 

R" is selected from hydrogen, alkyl , aralkyl, 
heterocyclylalkyl , alkoxyalkylene , aryloxyalkylene , 
aminoalkyl , alkylaminoalkyl , arylaminoalkyl , 
13 5 alkylcarbonylalkylene, arylcarbonylalkylene , and 
heterocyclylcarbonylaminoalkylene ; 

R^^ is selected from hydrogen, alkyl, -C(0)R^^, 
-C(0)0R3^, -SOaR^S -C(0)NR"R^^ and -SOjNR^'R*** , wherein R^=, 
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R^*, R^'', R^% R" and R" are independently selected from 
14 0 hydrocarbon, heterosiibstituted hydrocarbon and 

heterocyclyl ; and 

R^* is selected from hydrogen, alkyl, aminocarbonyl , 

al-kylaminocarbonyl , and aryl aminocarbonyl ; or 

R^ is -CR^^R*^ wherein R'*^ is aryl, and R*^ is hydroxy; and 
14 5 R^ is selected from pyridinyl , pyrimidinyl , 

quinolinyl , purinyl , 




(IV) • (V) 

wherein R^^ is selected from hydrogen, alkyl, 
150 aminoalkyl, alkoxyalkyl , alkenoxyalkyl , and aryloxyalkyl ; 
and 

wherein the R^ pyridinyl, pyrimidinyl, quinolinyl and 
purinyl groups are optionally substituted with one or 
more radicals independently selected from halo, alkyl, 

155 aralkyl, aralkenyl, arylheterocyclyl, carboxy, 

carboxyalkyl , alkoxy, aryloxy, alkylthio, arylthio, 
alkylsulf inyl , arylsulf inyl , alkylsulf onyl , arylsulf onyl , 
aralkoxy, heterocyclylalkoxy , amino, alkylamino, 
alkenylamino , alkynylamino , eye loalkylamino , 

160 cycloalkenylamino, arylamino, heterocyclylamino, 
aminocarbonyl , cyano , hydroxy , hydroxyalky 1 , 
alkoxycarbonyl , aryloxycarbonyl , heterocyclyloxycarbonyl , 
alkoxycarbonylamino, alkoxy aralkyl ami no, arainosulf inyl , 
aminosulf onyl , alkylaminoalkylamino, hydroxyalkylamino, 

165 aralkylamino, heterocyclylalkylamino, 

aralkylheterocyclylamino , nitro , alkylaminocarbonyl , 
alkylcarbonylamino, halosulf onyl , aminoalkyl , haloalkyl , 
alkylcarbonyl , hydrazinyl , alkylhydrazinyl , 
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arylhydrazinyl , or -NR*^R*^ wherein R^* is alkylcarbonyl or 

170 amino, and R^^ is alkyl or aralkyl; and 

R* is selected from hydrido, alkyl, alkenyl, alkynyl , 
cycloalkyl, cycloalkenyl , aaryl, and heterocyclyl , wherein 
R* is optionally substituted with one or more radicals 
independently selected from halo, alkyl, alkenyl, 

175 alkynyl, aryl, heterocyclyl, alkylthio, arylthio, 

alkyl thioalkylene , arylthioalkylene, alkylsulf inyl , 
alkylsulf inylalkylene , arylsulf inylalkylene , 
alkyl sul f onyl , alkyl sul f onylalkylene , 
arylsulf onylalkylene, alkoxy, aryloxy, aralkoxy, 

18 0 aminocarbonyl , alkylaminocarbonyl , arylaminocarbonyl , 

alkoxycarbonyl , aryloxycarbonyl , haloalkyl, amino, cyano, 
nitro, alkylamino, arylamino, alkylaminoalkylene, 
arylaminoalkylene, aminoalkylamino, and hydroxy; or 
a pharmaceutically-acceptable salt or tautomer 

185 thereof, 

said method comprising the steps of forming an acyl 
hydrazone and condensing to form the substituted 
pyrazole . 

134. The process of Claim 133 wherein the acyl 
hydrazone is formed by reaction of a ketone with an acyl 
hydra zide . 

135. The process of Claim 133 wherein the 
condensation is performed at a temperature from about 25 
°C to about 200 ^C. 

136. A method of preparing pyrazoles of Foormula I 
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wherein 

is selected from hydrido, alkyl, cycloalkyl, 
5 alkenyl, cycloalkenyl , alkynyl, aryl, heterocyclyl, 
cycloalkylalkylene , cycloalkenylalkylene , 
heterocyclylalkylene , haloalkyl , haloalkenyl , 
haloalkynyl , hydroxyalkyl , hydroxy a Ikenyl , 
^ hydroxyalkynyl, aralkyl, aralkenyl, aralkynyl, 
-10 arylheterocyclyl, carboxy, carboxyalkyl , alkoxyalkyl, 
alkenoxyalkyl , alkynoxyalkyl , aryloxyalkyl , 
het-erocyclyloxyalkyl , alkoxyalkoxy , mercaptoalkyl , 
alkylthioalkylene , alkenylthioalkylene , 
alkylthioalkenylene, aminO/ aminoalkylr alkylamino, 
15 alkenylamino, alkynylamino , arylaraino, heterocyclylamino/ 
alkylsulf inyl , alkenylsulf inyl , alkynylsulf inyl , 
arylsulf inyl, heterocyclylsulf inyl , alkylsulf onyl , 
alkenylsulf onyl, alkynylsulf onyl, arylsulf onyl, 
heterocyclylsulf onyl , alkylaminoalkylene , 
20 alkylsulf onylalkylene, acyl, acyloxycarbonyl , 

alkoxycarbonylalkylene , aryloxycarbonylalkylene , 
heterocyclyloxycarbonylalkylene , alkoxycarbonylarylene , 
aryloxycarbonylarylene , heterocyclyloxycarbonylanrylene , 
alkylcarbonylalkylene , arylcarbonylalkylene , 
25 heterocyclylcarbonylalkylene, alkylcarbonylarylene , 
arylcarbonylarylene , heterocyclylcarbonylarylene , 
alkylcarbonyloxyalkylene , arylcarbonyloxyalkylene , 
heterocyclylcarbonyloxyalkylene , alkylcarbonyloxyarylene , 
arylcarbonyloxyarylene, and 
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3 0 heterocyclylcarbonyloxyarylene ; or 
has the formula 

r II 

C — CCH^^ , - C_N 

- " (II) 



wherein : 

i is an integer from 0 to 9; 

3 5 R^^ is selected from hydrogen, alkyl, aralkyl, 

heterocyclylalkyl, alkoxyalkylene , aryloxyalkylene , 
aminoalkyl , alkylaminoalkyl , arylaminoalkyl , 
alkylcarbonylalkylene , arylcarbonylalkylene , and 
heterocyclylcarbonylaminoalkylene ; and 

4 0 R^^ is selected from hydrogen, alkyl, alkenyl, 

alkynyl/ cycloalkylalkylene, aralkyl, 
alkoxycarbonylalkylene, and alkylamindalkyl ; and 

R^"' is selected from alkyl, cycloalkyl, alkynyl, 
aryl, heterocyclyl, aralkyl, cycloalkylalkylene, 

4 5 cycloalkenylalkylene , cycloalkylarylene , 

cycloalkylcycloalkyl , heterocyclylalkylene , alkylarylene , 
alkylaralkyl , aralkylarylene, alkylheterocyclyl, 
alkylheterocyclylalkylene , alkylheterocyclylarylene , 
aralkylheterocyclyl , alkoxyalkylene , alkoxyaxylene , 

50 alkoxyaralkyl , alkoxyheterocyclyl , alkoxyalkoxyarylene , 
aryloxyarylene , aralkoxyarylene , 

alkoxyheterocyclylalkylene , aryloxyalkoxyarylene , 
alkoxycarbonylalkylene , alkoxycarbonylheterocyclyl , 
alkoxycarbonylheterocyclylcarbonylalkylene, aminoalkyl , 

55 alkylaminoalkylene, arylaminocarbonylalkylene , 

alkoxyarylaminocarbonylalkylene , aminocarbonylalkylene , 
arylaminocarbonylalkylene , alkylaminocarbonylalkylene , 
arylcarbonylalkylene , alkoxycarbonylarylene , 
aryloxycarbonylarylene , alkylaryloxycarbonylairylene , 

60 arylcarbonylarylene, alkylarylcarbonylarylene , 
alkoxycarbonylheterocyclylarylene. 
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alkoxycarbonylalkoxylarylene , 

heterocyclylcarbonylalkylarylene, alkylthioalkylene , 
cycloalkylthioalkylene , alkylthioarylene , 

65 aralkylthioarylene, heterocyclylthioarylene , 

aryl thioalklylarylene , arylsulf onylaminoalkylene , 
alkylsulf onylarylene , alkylaminosulf onylarylene ; wherein 
said alkyl, cycloalkyl, aryl, heterocyclyl , aralkyl, 
heterocyclylalkylene , alkylheterpcyclylarylene , 

70 alkoxyarylene , aryloxyarylene , arylatninocarbonylalkylene , 
aryloxycarbonylarylene , arylcarbonylarvlene , 
alkylthioarylene, heterocyclylthioarylene , 
arylthioalklylarylene, and alkylsulf onylarylene groups 
are optionally substituted with one or more radicals 

75 independently selected from alkyl, halo, haloalkyl, 
alkoxy, keto, amino, nitro, and cyano; or 

R^'' is -CHR^^R^^ wherein R^® is alkoxycarbonyl , and R^' 
is selected from aralkyl, aralkoxyalkylene, 
heterocyclylalkylene , alkylheterocyclylalkylene , 

8 0 alkoxycarbonylalkylene, alkyl thioalkylene , and 
aralkyl thioalkylene ; wherein said aralkyl and 
heterocylcyl groups are optionally substituted with one 
or more radicals independently selected from alkyl and 
nitro; or 

85 R^^ and R^*' together with the nitrogen atom to which 

they are attached form a heterocycle, wherein said 
heterocycle is optionally substituted with one or more 
radicals independently selected from alkyl, aryl, 
heterocyclyl , heterocyclylalkylene , 

90 alkylheterocyclylalkylene, aryloxyalkylene , 

alkoxyarylene, alkyl aryloxyalkylene, alkylcarbonyl , 
alkoxycarbonyl, aralkoxycarbonyl, alkylamino and 
alkoxycarbonylamino; wherein said aryl, 

heterocyclylalkylene and aryloxyalkylene radicals are 
95 optionally substituted with one or more radicals 

independently selected from halogen, alkyl and alkoxy; 
and 
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is selected from hydrido, halogen, alkyl , alkenyl , 
alkynyl , ary^l , heterocyclyl , haloalkyl , hydroxyalkyl , 
100 aralkyl , alkylheterocyclyl , heterocyclylalkyl , 

alkylamino, alkenylamino , alkynyl ami no, arylamino, 
heterocyclylamino , heterocyclylalkylamino , aralkylamino , 
aminoalkyl , aminoaryl , aminoalkylamino , 

aaryis^^iiio^lkyl^rie , alkylaminoalkylene , arylaminoarylene , 
105 alkylaminoarylene , a Ikyl aminoalkyl ami no , cycloalkyl , 
cycloalkenyl , alkoxy, heterocyclyloxy , alkylthio, 
arylthio, heterocyclylthio, carboxy, carboxyalkyl , 
carboxycycloalkyl , carboxycycloalkenyl , 

carboxyalkylamino , alkoxycarbonyl , heterocyclylcarbonyl , 
110 alkoxycarbonyl a Ikyl , alkoxycarbonylheterocyclyl , 

alkoxycarbonylheterocyclylcarbonyl , alkoxyaikylamino , 
alkoxycarbonyl aminoalkyl amino, and heterocyclylsulf onyl ; 
wherein the aryl, heterocyclyl, heterocyclylalkyl, 
cycloalkyl and cycloalkenyl groups are optionally 
115 substituted with one or more radicals independently 

selected from halo, keto, amino, alkyl, alkenyl, alkynyl, 
aryl, heterocyclyl, aralkyl, heterocyclylalkyl, 
epoxyalkyl, amino ( hydroxy a Ikyl) carboxy, alkoxy, airyloxy^ 
aralkoxy, haloalkyl, alkylamino, alkynylamino, 
120 alkylaminoalkylamino, heterocyclylalkylamino, 
alkylcarbonyl , alkoxycarbonyl , alkylsulf onyl , 
arylsulf onyl , and aralkylsulf onyl ; or 
has the formula : 

,32 



I 

■C— CCHgD j- 



H 
1 

C 
I . 



-N 



(III) 



125 wherein: 

j is an integer from 0 to 8 ; and 
m is 0 or 1; and 

R^° and R^^ are independently selected from hydrogen, 
alkyl, aryl, heterocyclyl, aralkyl, heterocyclylalkylene. 
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alkoxyalkyl, and alkylcarbonyloxyalkyl ; and 

is selected from hydrogen, alkyl , aralkyl, 
heterocyclylalkyl , alkoxyalkylene , aryloxyalkylene , 
aminoalkyl, alkylaminoalkyl , arylatninoalkyl , 

13 5 alkylcarbonylalkylene , arylcarbony lalky lene , and 

he t e rocy c ly 1 c arbony 1 aminoa 1 ky 1 ene ; 

R^^ is selected from hydrogen, alkyl , -C(0)R^^, 
-C{0)OR^^ -SOaR^S -C (O) NR"R^% and -SO^NR^'R^o, wherein R3^ 
R^^, R^'', R^^, R^^ and R*° are independently selected from 

14 0 hydrocarbon, heterosubstituted hydrocarbon and 

heterocyclyl ; and 

R^* is selected from hydrogen, alkyl , aminocarbonyl , 
alkylaminocarbonyl , and aryl ami no c arbony 1 ; or 
R^ is -CR*^R*^ wherein R^^ is aryl, and R*^ is hydroxy; and 
14 5 R^ is selected from pyridinyl, pyrimidinyl, 

quinolinyl , purinyl , 




(IV) (V) 
wherein R^^ is selected from hydrogen, alkyl, 
150 aminoalkyl, alkoxyalkyl, alkenoxyalkyl , and aryloxyalkyl ; 
and 

wherein the B? pyridinyl, pyrimidinyl, c[uinolinyl and 
purinyl groups are optionally substituted with one or 
more radicals independently selected from halo, alkyl, 
155 aralkyl, aralkenyl, arylheterocyclyl , carboxy, 

carboxyalkyl , alkoxy, aryloxy, alkylthio, arylthio, 
alkylsulf inyl , arylsulf inyl , alkylsulf onyl , arylsulf onyl , 
aralkoxy, heterocyclylaikoxy , amino, alkylamino, 
alkeny lamino , alkynylamino , cycloalkylamino , 
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16 0 cycloalkenylamino, arylamino, heterocyclylaminOy 
aminocarbonyl , cyano, hydroxy, hydroxyalkyl , 
alkoxycarbonyl , aryloxycarbonyl , heterocyclyloxycarbonyl , 
alkoxycarbonylamino, alkoxyaralkylamino , aminosulf inyl , 
aminosulf onyl , alkylaminoalkylamino , hydroxyalkylamino , 

16 5 ar alkylamino , heterocyclylalkylamino , 

aralkylhe terocyclylamino , ni tro , alkylaminocarbonyl , 
alkylcarbonylamino , halosulf onyl , aminoalkyl , haloalkyl , 
alkylcarbonyl , hydrazinyl , alkylhydrazinyl , 

arylhydrazinyl, or -NR^^R*^ wherein R^"* is alkylcarbonyl or 

170 amino, and R*^ is alkyl or aralkyl ; and 

R^ is selected from hydrido, alkyl, alkenyl, alkynyl, 
cycloalkyl, cycloalkenyl , aryl, and heterocyclyl , wherein 
R'* is optionally substituted with one or more radicals 
independently selected from halo, alkyl, alkenyl, 

175 alkynyl, aryl, heterocyclyl, alkylthio, arylthio, 

alkylthioalkylene , arylthioalkylene , alkylsulf inyl , 
alkyl sulfinylalkylene, arylsulf inylalkylene , 
alkylsulf onyl , alkylsulf onylalkylene , 
arylsulf onylalkylene, alkoxy, aryloxy, aralkoxy, 

180 aminocarbonyl , alkylaminocarbonyl , arylaminocarbonyl , 

alkoxycarbonyl, aryloxycarbonyl , haloalkyl, amino, cyano, 
nitro, alkylamino, arylamino, alkylaminoalkylene , 
arylaminoalkylene , aminoalkylamino, and hydroxy; or 
a pharmaceutical ly- acceptable salt or tautomer 

185 thereof, 

said method comprising the steps of treating a 
substituted ketone with an acyl hydrazide to give the 
pyrazole . 

137. The process of Claim 136 wherein it is carried 
out in an acidic solvent . 

138. The process of Claim 137 wherein the acidic 
solvent is acetic acid. 
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139. The process of Claim 137 wherein the acidic 
solvent is an organic solvent containing an acid. 
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